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Adverse Reactions, if they occur, are usually observed at beginning of therapy 
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occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a State of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently. 

Caution as well as careful adjustment of the dosage is indicated when Navane s used in conjunction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels: the elevation hae during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients—Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event et 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
ne These changes are usually reversible and frequently disappear on continued Navane therapy. 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, repre! A mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
a a Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

Hypow eile has been reported in infants delivered from mothers having received structurally related 
drugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the ype and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed by reducing the dosage of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive dyskinesia may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
longue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, pans should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome. 
If this or et other presentation of the syndrome is observed, the clinician should consider possible discor- 
tinuation o Pel s medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, hav 2 
been infrequently observed in some patients. No Clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other ‘a balay drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, PAE and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sun ight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypoglycemia, dol clr and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or re. pa polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic apa erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. 

drake a For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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BEHAVIORAL ASPECTS OF AIDS 
edited by David G. Ostrow 


In this volume, psychiatrists, sociologists, epidemiologists, 
anthropologists, and neurologists offer the latest information 
pertain ng to the behavioral aspects of AIDS. Chapters in- 
troduce the available behavioral information on a particular 
issue, describe its application to the clinical setting, touch 
upon the research challenges which lie ahead, and when ap- 
plicable, offer treatment protocols for patients. Several addi- 
tional chapters cover the clinical, ethical, and public health 
policy implications of new behavioral research findings. 
0-306-43452-0/403 pp. + index/ill./1990/$55.00 

text adoption price on orders of six or more copies: $32.50 


ETHICAL PRACTICE IN PSYCHIATRY 
AND THE LAW 
editec by Richard Rosner and Robert Weinstock 


“We would expect a successful series such as Critical Issues 

in American Psychiatry and the Law to present timely, rele- 

vant issues in a high-quality manner, and such is the hallmark 
of this outstanding series.” 

—from the foreword by Richard T. Rada, 

President-Elect American Academy of 

Psychiatry and the Law 


Ethical Practice in Psychiatry and the Law addresses such key 
issues as the death penalty, AIDS and HIV infection, man- 
datory drug testing, and sexual reproductive technologies, as 
well as many other relevant topics for the 1990’s. Volume 7 in 
the series Critical Issues in American Psychiatry and the Law. 
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INTERNATIONAL HANDBOOK OF BEHAVIOR 
MODIFICATION AND THERAPY 

Second Edition 

edited by Alan S. Bellack, Michel Hersen, 

and Alan E. Kazdin 


The second edition of this guidebook provides new chapters 
on: cognitive behavior therapy, appliec behavior analysis, 
pain, crime and aggression/child and spouse abuse, geriatric 
populations, stuttering, anxiety disorders, childhood depres- 
sion, sexual abuse of children, physically disabled persons, 
and substance abuse. 
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SELF-DISCLOSURE IN THE 
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edited by George Stricker and Martin Fisher 


0-306-43448-2/310 pp./ill./1990/$45.00 
text adoption price on orders of six or more copies: $29.50 


SELF-HANDICAPPING 

The Paradox That Isn’t 

by Raymond L. Higgins, C. R. Snyder, and 

Steven Berglas 

A volume in The Plenum Series in Social/Clinical Psychology. 


0-30€-43540-3/273 pp. + index/ill./1990/$35.00 
text adoption price on orders of six or more copies: $24.50 


Book prices are 20% higher outside US & Canada. 
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For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


NOVEMBER 


November 4-6, 7th Annual Conference, The Chronic Pa- 
tient: Care and Treatment, “Issues and Challenges in the 
90's,” Jacksonville. Contact Ed R. Paat, M.S., University 
Medical Center, Community Mental Health Center, 655 
West 8th Street, Jacksonville, FL 32209; 904-350-6806. 


November 6—10, annual meeting, World Association for So- 
cial Psychiatry, Washington, DC. Contact John L. Carleton, 
M.D., 696 Ladera Lane, Santa Barbara, CA 93108-1622; 
805-969-1376. 


November 8—10, annual meeting, Association for Retarded 
Citizens of the United States, Tampa, Florida. Contact Alan 
Abeson, Ed.D., Executive Director, 2501 Avenue J, Arling- 
ton, TX 76006; 817-640-0204. 


November 11-14, 2nd International Congress on Disorders 
of Personality, Miami. Contact Erik Simonsen, M.D., Nord- 
vang Hospital, DK-2600 Glostrup, Denmark. 


November 13-16, annual conference, Association for Med- 
ical Education and Research in Substance Abuse, Rockville, 
Maryland. Contact Susan Paquin Simpson, AMERSA Con- 
ference Coordinator, Brown University Center for Alcohol 
and Addiction Studies, Box G, Providence, RI 02912; 401- 
863-3173. 


November 13-18, annual meeting, National Mental Health 
Association, Indianapolis. Contact Preston J. Garrison, Ex- 
ecutive Director, 1021 Prince Street, Alexandria, VA 22314; 
703-684-7722. 


November 15—17, annual meeting, American Academy of 
Medical Administrators, Nashville, Tennessee. Contact 


Thomas R. O’Donovan, Ph.D., President, 30555 Southfield 
Road, Suite 150, Southfield, MI 48076; 313-540-4310. 


November 15—18, annual meeting, Academy of Psychoso- 
matic Medicine, Phoenix, Arizona. Contact Evelyne Hall- 
berg, Executive Director, 5824 N. Magnolia, Chicago, IL 
60660; 312-784-2025. 


November 26-28, International Symposium on Functional 
Psychiatric Disorders in the Elderly, Melbourne. Contact As- 
sociate Professor Edmond Chiu, Department of Psychiatry, 
St. Vincent’s Hospital, Victoria Parade, Fitzroy, Victoria 
3065, Australia. 


DECEMBER 


December 10-15, annual meeting, American College of Neu- 
ropsychopharmacology, Maui, Hawaii. Contact Oakley 
Ray, Ph.D., Secretary, Box 1823-Station B, Nashville, TN 
37221; 615-327-7200. 


December 11-14, 8th International Psychiatric Conference, 
Pakistan Psychiatric Society, Islamabad, Pakistan. Contact: 
Professor “Malik H. Mubbashar, Organizing Committee 
Chair, 8th International Psychiatric Conference, Department 
of Psychiatry, Rawalpindi General Hospital, Rawalpindi, 
Pakistan. 


December 12—16, annual meeting, Milton H. Erickson Foun- 
dation, Inc., Anaheim, California. Contact Jeffrey K. Zeig, 
Ph.D., Director, 3606 North 24th Street, Phoenix, AZ 
85016; 602-956-6196. 


PAMELOR?’ (nortriptyline HC!) 

BRIEF SUMMARY. — i 
Please see package insert for full prescribing information. 
Contraindications: 1) Concurrent use with a monoamine oxi- 
dase (MAO) inhibitor, since hyperpyretic crises, severe convul- 
sions, and fatalities have occurred when similar tricyclic 
antidepressants were used in such combinations; MAO inhibi- 
tors should be discontinued for at least two weeks before 
treatment with Pamelor® (nortriptyline HCI) is started. 
2) Hypersensitivity to Pamelor® (nortriptyline HCI), cross- 
sensitivity with other dibenzazepines is a possibility. 3) The 
acute recovery period after myocardial infarction. 

Warnings: Give only under close supervision to patients with 
cardiovascular disease, because of the tendency of the drug to 
produce sinus tachycardia and to prolong conduction time; 
myocardial infarction, arrhythmia, and strokes have occurred. 
The antihypertensive action of guanethidine and similar agents 
may be blocked. Because of its anticholinergic activity, nortrip- 
tyline should be used with great caution in patients who have 
glaucoma or a history of urinary retention. Patients with a his- 
tory of seizures should be followed closely, since nortriptyline is 
known to lower the convulsive threshold. Great care is required 
in hyperthyroid patients or those receiving thyroid medication, 
since cardiac arrhythmias may develop. Nortriptyline may im- 
pair the mental and/or physical abilities required for the per- 
formance of hazardous tasks, such as operating machinery or 
driving a car; therefore, the patient should be warned accord- 
ingly. Excessive consumption of alcohol may have a potentiating 
effect, which may lead to the danger of increased suicidal 
attempts or overdosage, especially in patients with histories 
of emotional disturbances or suicidal ideation. 

The concomitant administration of quinidine and nortriptyline 
may result in a significantly longer plasma half-life, higher 
A.U.C. and lower clearance of nortriptyline. 

Use in Pregnancy—Sate use during pregnancy and lactation has 
not been established; therefore, in pregnant patients, nursing 
mothers, or women of childbearing potential, the potential bene- 
fits must be weighed against the possible hazards. 

Use in Children—Not recommended for use in children, since 
safety and effectiveness in the pediatric age group have not been 
established. 

Precautions: Use in schizophrenic patients may result in an 
exacerbation of the psychosis or may activate latent schizophren- 
ic symptoms; in overactive or agitated patients, increased anxi- 
ety and agitation may occur; in manic-depressive patients, 
symptoms of the manic phase may emerge. Administration of 
reserpine during therapy with a tricyclic antidepressant has been 
shown to produce a “stimulating” effect in some depressed pa- 
tients. Troublesome patient hostility may be aroused. Epilepti- 
form seizures may accompany administration. Close 
supervision and careful adjustment of dosage are required when 
used with other anticholinergic drugs and sympathomimetic 
drugs. Concurrent administration of cimetidine can produce 
clinically significant increases in the plasma concentrations of 
the tricyclic antidepressant. Patients should be informed that the 
response to alcohol may be exaggerated. When essential, may 
be administered with electroconvulsive therapy, although the 
hazards may be increased. Discontinue the drug for several 
days, if possible, prior to elective surgery. The possibility of a 
suicidal attempt by a depressed patient remains after the initia- 
tion of treatment: in this regard, it is important that the least pos- 


sible quantity of drug be dispensed at any given time. Both d 6 
elevation and lowering of blood sugar levels have been reported. e u a m e nti e re S “* ant 
Acase of significant hypoglycemia has been reported ina type II 
diabetic patient maintained on chlorpropamide (250 mg/day), 

after the addition of nortriptyline (125 mg/day). 


Adverse Reactions: Cardiovascular—Hypotension, hyper- t h s lud 
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rise anxiety, chee agitation; insomnia, panic, Insomnia an anxiety 
nightmares; hypomania; exacerbation of psychosis. Neurologic 
—Numbness, tingling, paresthesias of extremities; incoordina- 


tion, ataxia, tremors; peripheral neuropathy; extrapyramidal 
symptoms; seizures, alteration in EEG patterns; tinnitus. Anti- 


cholinergic—Dry mouth and, rarely, associated sublingual ade- 
nitis; blurred vision, disturbance of accommodation, mydriasis: 
constipation, paralytic ileus; urinary retention, delayed micturi- 
tion, dilation of the urinary tract. Al/ergic—Skin rash, petechiae, SS te 


urticaria, itching, photosensitization (avoid excessive exposure a 
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to sunlight); edema (general or of face and tongue), drug fever, 
cross-sensitivity with other tricyclic drugs. Hematologic —Bone ae 

marrow depression, including agranulocytosis; eosinophilia; ED n, 

purpura; thrombocytopenia. Gastrointestinal—Nausea and 

vomiting, anorexia, epigastric distress, diarrhea, peculiar taste, ® 
stomatitis, abdominal cramps, black-tongue. Endocrine— 

Gynecomastia in the male, breast enlargement and galactorrhea 

in the female; increased or decreased libido. impotence; testicu- 

lar swelling; elevation or depression of blood sugar levels; syn- 

drome of inappropriate ADH (antidiuretic hormone) secretion. 

Other —Jaundice (simulating obstructive), altered liver function; od ® 

weight gain or loss; perspiration; flushing; urinary frequency, 

nocturia; drowsiness, dizziness, weakness, fatigue; headache; Í i OT Tl 1 | e 

parotid swelling, alopecia. Withdrawal Symptoms—Though 

these are not indicative of addiction, abrupt cessation of treat- 

E E A eee CAPSULES: 10 mg, 25 mg, 50 mg, and 75 mg; SOLUTION: 10 mg/5 mL and alcohol 4% 
Overdosage: Toxic overdosage may result in confusion, rest- 

lessness, agitation, vomiting, hyperpyrexia, muscle rigidity, < ri m; ~ 4 
hyperactive refiexes, tachycardia, ECG evidence of impaired Th t / ) ) t b / t f i } ) t pty | 
conduction, shock, congestive heart failure, stupor, coma, and z ac IVE z a O l z O a l ri Ine 


CNS stimulation with convulsions tollowed by respiratory 
depression. Deaths have occurred with drugs of this class. No 
specific antidote is known; general supportive measures 
are indicated, with gastric lavage. (PAM-Z19—9/1/89} 
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O Boy, Angelo V. and Gerald J. Pine—A PERSON- 
CENTERED FOUNDATION FOR COUNSELING AND 
PSYCHOTHERAPY. 90, 234 pp. (7 x 10), 2 il., about 
$42.75. 


O Roth, Nathan— THE PSYCHIATRY OF WRITING A 
WILL. ‘89, 86 pp. (7 x 10), $24.75. 


O Geldard, David— BASIC PERSONAL COUNSELING: 
A Training Manual for Counselors. ‘89, 214 pp. (7 
x 10), 28 il., $29.75, paper. 


O Lentz, John D.— EFFECTIVE HANDLING OF MAN- 
IPULATIVE PERSONS. ‘89, 112 pp. (7 x 10), 7 il., 
$25.75. 
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O Corey, Michael Anthony—KICKING THE DRUG 
HABIT. ‘89, 192 pp. (7 x 10), 2 il., $29.75. 
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93/4), 31 il., 23 tables, about $38.75. 


O Hardy, Mary-Anne, J. Audrey Macdonald & Sandra 
Kudar—ABC ASSESSMENT OF BEHAVIORAL COM- 
PONENTS: Analysis of Severely Disordered Pos- 
ture and Movement in Children With Cerebral Palsy. 
‘88, 128 pp. (8/2 x 11), 466 il., $24.00, spiral 
(paper). 


O Chaika, Elaine Ostrach— UNDERSTANDING PSY- 
CHOTIC SPEECH: Beyond Freud and Chomsky. 
‘90, 380 pp. (7 x 10), About $58.75. 


O Shipley, Thorne—THE THEORY OF INTELLIGENCE: 
A Sensory-Rational View. ‘90, 116 pp. (7 x 10), 
15 il., $24.75. 


O Gutsch, Kenneth Urial—PSYCHOTHERAPEUTIC 
APPROACHES TO SPECIFIC DSM-III-R CATE- 
GORIES: A Resource Book for Treatment Planning. 
‘88, 276 pp. (7 x 10), $40.25. 


O Masserman, Jules H. and Victor M. Uribe—ADO- 
LESCENT SEXUALITY. ‘90, 118 pp. (7 x 10), $23.75. 


O Krivacska, James J.— DESIGNING CHILD SEXUAL 
ABUSE PREVENTION PROGRAMS: Current Ap- 
proaches and a Proposal for the Prevention, Reduc- 
tion and Identification of Sexual Misuse. ‘90, About 
448 pp. (7 x 10), 1 il., About $64.75. 


O Fine, Aubrey H. & Nya M. Fine— THERAPEUTIC 
RECREATION FOR EXCEPTIONAL CHILDREN: Let 
Me In, | Want to Play. ‘88, 362 pp. (7 x 10), 9 il., 
22 tables, $49.25. 


O Kohn, James P. — BEHAVIORAL ENGINEERING 
THROUGH SAFETY TRAINING: The B.E.S.T. Ap- 
proach. ‘88, 202 pp. (7 x 10), 17 il., $32.75. 


O Thorman, George— EMOTIONAL PROBLEMS OF 
AGING. ’89, 200 pp. (7 x 10), 1 il., $34.75. 


O Dennison, Susan T.— ACTIVITIES FOR ADOLES- 
CENTS IN THERAPY: A Handbook of Facilitating 
Guidelines and Planning Ideas for Group Therapy 
with Troubled Adolescents. ‘88, 236 pp. (7 x 10), 
36 il., 26 tables, $36.25. 


O Kantor, Martin— DETERMINING MENTAL STATUS: 
The “Physical Examination” of Psychiatry. ‘88, 502 
op. (7 x 10), $75.50. 


O Friesen, Barry—SOCIAL WORKER EMPOWER- 
MENT IN CHILD PROTECTION COURT. ‘90, 260 
pp. (7 x 10), about $39.75. 


O Hosford, Bowen—WINNING IN YOUR PROFES- 
SION BY WRITING BOOKS: A How-To Book for 
Professionals in the Biomedical and Behavioral 
Sciences and the Law. ‘90, 212 pp. (7 x 10), 9 il., 
$36.75. 


O Henderson, George—A PRACTITIONER'S GUIDE 
TO UNDERSTANDING INDIGENOUS AND FOR- 
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Between Ethnicity, Social Class and Therapeutic 
Intervention Strategies With Third World Peoples 
From Other Countries. ‘90, 266 pp. (7 x 10),$43.75. 


O Morse, H. Newcomb— COMMENTARY ON LEGAL 
PSYCHIATRY. ‘89, 300 pp. (7 x 10), $47.75. 


O MacHovec, Frank J|.—INTERVIEW AND INTER- 
ROGATION: A Scientific Approach. ‘89, 176 pp. 
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O Jaynes, Judith H. & Cheryl A. Rugg—ADOLES- 
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pp. (7 x 10), 4 tables, $31.75. 


O Foxman, Joel—A PRACTICAL GUIDE TO EMER- 
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TION. '89, 320 pp. (7 x 10), $49.75. 


O Kissel, Stanley and Nelson W. Freeling — EVALUAT- 
ING CHILDREN FOR THE COURTS USING PSY- 
CHOLOGICAL TESTS. ‘90, 112 pp. (7 x 10), About 
$23.75. 


O Lindley, Mary E.—A MANUAL ON INVESTIGAT- 
ING CHILD CUSTODY REPORTS. ‘88, 194 pp. (7 
10), 332:75. 


O Wakefield, Hollida & Ralph Underwager — ACCUSA- 
TIONS OF CHILD SEXUAL ABUSE. ‘88, 530 pp. (7 
x 10), 16 tables, $75.50. 


C) Fay, John J.—THE ALCOHOL/DRUG ABUSE DIC- 
TIONARY AND ENCYCLOPEDIA. ‘88, 176 pp. (7 x 
10), $17.50. 


O Brandt, David E. & S. Jack Zlotnick—THE PSY- 
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a cheaper 
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Avoid confusion... 
always specify 


Stelazine 


brand of 


trifluoperazine H 


Available in Tablets: 1, 2, 5 and 10 mg 
Multiple-dose Vials: 10 mL (2 mg/mL) 
Concentrate: 10 mg/mL 


Before prescribing, please see brief summary of 
prescribing information on adjacent page. 
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Stelazine brand of 


trifluoperazine HCI 


Before prescribing, see complete prescribing Information In SK&F Lab Co. 
literature or PDR. The following Is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, blood 
dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic (antipsy- 
chotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase as duration 
of treatment and total cumulative neuroleptic dose increase. Much less commonly, the syn- 
drome can develop after relatively brief treatment at low doses. There is no known treatment 
for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic treatment may 
suppress signs and symptoms of the syndrome and thereby mask the underlying disease 
process. To minimize risk of TD, generally reserve chronic neuroleptic treatment for patients 
who suffer from chronic illness that responds to neuroleptics and for whom alternative, 
effective, less harmfui treatments are not available or appropriate. In patients requiring chronic 
treatment, the minimal effective dose and shortest duration of treatment should be sought. 
Periodically reassess need for continued treatment. If te and symptoms of TD appear, 
discontinuation of neuroleptics should be considered. (See PRECAUTIONS. } 


Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyper- 
pyrexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) immediate discontinuation of antipsychotic drugs 
and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment, if available, of any concomitant serious medical 
problems. 


‘Stelazine’ Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
including anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low and is 
seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid using in patients hypersensitive (e.g., have had blood dyscrasias, jaundice) 

to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery), especially during the first few days’ therapy. Additive depressant effect 
is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy except 
when essential and potential benefits clearly outweigh possible hazards. Prolonged jaundice, 
extrapyramidal signs, hyperreflexia and hyporeflexia have been reported in newborns whose 
mothers received phenothiazines. There is evidence that phenothiazines are excreted in the 
breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients or 
their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system is 
impaired since hypotension has occurred. Antiemetic effect may mask the signs of overdosage 
of other drugs or obscure diagnosis and treatment of certain physical disorders. Prolonged use 
of high doses may result in cumulative effects with severe C.N.S. or vasomotor symptoms. If 
retinal changes occur, discontinue drug. Agranulocytosis, thrombocytopenia, pancytopenia, 
anemia, cholestatic jaundice, liver damage have been reported. Use cautiously in patients with 
glaucoma. 


Patients with a history of long-term therapy with ‘Stelazine’ and/or other neuroleptics should 
be evaluated periodically for possible dosage adjustment or discontinuance of drug therapy. 
Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. Since approxi- 
mately one-third of human breast cancers are prolactin-dependent in vitro, this elevation is of 
potential importance if neuroleptic drug use is contemplated in a patient with a previously 
detected breast cancer. However, clinical and epidemiologic studies to date have not shown 
an association between the chronic use of neuroleptic drugs and mammary tumorigenesis. 
Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in 
rodents treated with certain neuroleptics. Use cautiously in persons who will be exposed to 
extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antihyperten- 
sive effects of guanethidine and related compounds. Thiazide diuretics may accentuate the 
orthostatic hypotension that may occur with phenothiazines. Phenothiazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity; dosage adjustments of 
anticonvulsants may be necessary. If neuromuscular reactions occur in pregnant women, or in 
children, permanently stop neuroleptic therapy. Patients should not receive ‘Stelazine’ 48 
hours before or 24 hours after myelography with the contrast medium metrizamide. The 
presence of phenothiazines may produce false positive phenylketonuria (PKU) test results. 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscular 
(extrapyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions with Stelazine (trifluoperazine HCI, SK&F} or 
other phenothiazines: Some adverse effects are more frequent or intense in specific 
disorders (e.g., mitral insufficiency or pheochromocytoma). 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and intensifi- 
cation of the action of C.N.S. depressants, atropine, heat, and organophosphorus insecticides; 
nasal congestion, headache, nausea, constipation, obstipation, adynamic ileus, ejaculatory 
disorders/impotence, priapism, atonic colon, urinary retention, miosis and mydriasis; reactiva- 
tion of psychotic processes, catatonic-like states, hypotension (sometimes fatal); cardiac arrest; 
leukopenia, eosinophilia, pancytopenia, agranulocytosis, thrombocytopenic purpura, hemo- 
lytic anemia, aplastic anemia, jaundice, biliary stasis, hyperglycemia, hypoglycemia, glycos- 
uria, menstrual irregularities, galactorrhea, gynecomastia, false positive pregnancy tests, 
photosensitivity, itching, erythema, urticaria, eczema up to exfoliative dermatitis, asthma, 

peal ak. oia edema, angioneurotic edema, anaphylactoid reactions, peripheral edema; reversed 
epinephrine effect; hyperpyrexia; mild fever after large I.M. doses; increased appetite; in- 
creased weight; a systemic lupus erythematosus-like syndrome; pigmentary retinopathy; with 
prolonged administration of substantial doses, skin pigmentation, epithelial keratopathy, and 
lenticular and corneal deposits; neuroleptic malignant syndrome, which may be fatal; EKG 
changes—particularly nonspecific, usually reversible Q and T wave distortions—have been 
observed. Temporary nausea, vomiting, dizziness, and tremulousness may follow abrupt 
cessation of high-dose therapy. NOTE: Sudden death in patients taking phenothiazines 
(apparently due to cardiac arrest or asphyxia due to failure of cough reflex) has been reported. 
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Are Your Patients 
Being Lured Away? 


s new hospitals and HMO’s 

continue to open, the financial 
stability of your hospital may be 
threatened. Are the quality and type 
of services being offered in your 
psychiatric unit top-notch? How 
can those services be improved so 
you don’t lose patients to the com- 
petition down the street? 


he APA’s Consultation Service 

has been in the business of 
helping hospitals and other psychi- 
atric programs improve patient care 
for almost 50 years. We send 
experienced consultants to inquire, 
mediate, and recommend solutions 
to improve your specific situation. 
We know how to work with the ad- 
ministrators, medical staff, and 
other members of the hospital com- 
munity. For more information, call 
(202) 682-6203 or write APA’s 
Consultation Service 1400 K Street, 
NW, Washington, DC 20005. 


APA’s 
CONSULTATION 
SERVICE 


Offering professional guidance and 
expertise to all mental health 
organizations. 
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life-style disruptions 
that can interfere 
with therapy 


for depression. 












Start with Wellbutrin 
to help clear depression 





4 Relieves depression effectively. 
Therapeutically equivalent to amitriptyline with no differences in the frequency, degree, 
or rate of response. ' 





Little or no daytime drowsiness. 
Patients treated with WELLBUTRIN experienced sedation less often than those 
treated with amitriptyline or doxepin.23 





Few anticholinergic side effects. 
Patients experienced troubling side effects, such as dry mouth and constipation, 
less often than those treated with either doxepin or amitriptyline. 





à No Clinically significant effect on cardiac conduction. 
No significant changes in any measured ECG parameter. A substantially wider margin 
of safety than amitriptyline with respect to cardiac conduction.‘ 


eee 
No clinically significant orthostatic hypotension. 

No clinically significant orthostatic hypotension in patients with preexisting cardiac 
disease or in healthy depressed patients who had experienced orthostatic hypotension 
when treated with tricyclics.°® 
——— OO 
Important Considerations 

The most common side effects of WELLBUTRIN are agitation, dry mouth, insomnia, 
headache/migraine, nausea/vomiting, constipation, and tremor. The principal 
medically important adverse reaction with WELLBUTRIN is seizure, for which the 
incidence is approximately four-tenths of one percent (4/1,000). This incidence 

may exceed that of other marketed antidepressants. For more information, see 

brief summary of full prescribing information on last page of this advertisement, 
especially the WARNINGS section regarding the incidence of seizures and the 
recommendations for reducing the risk. 





References: 1. Mendels J, Amin MM, Chouinard G, et al. A comparative study of bupropion 
amitriptyline in depressed outpatients. J Clin Psychiatry. 1983;44(5, sec 2):118-120. 2. Feighner J, 
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, Wellbutrin 
(BUPROPION HCI) 


See brief summary of full prescribing information 
on last page of this advertisement. 


WELLBUTRIN” (supropion HyorocHtorivey Tablets 


Betore prescribing, please consult complete product information, a summary of which follows: 


INDICATIONS AND USAGE: Wellbutrin is indicated for the treatment of depression. A physician considering the initia- 
tion of Wellbutrin should be aware that the drug may cause generalized seizures with an approximate incidence of 
0.4% (4/1000). This incidence may exceed that of other antidepressants as much as fourfold. This relative risk is 
only an approximation since no direct comparative studies have been conducted 


CONTRAINDICATIONS: Wellbutrin is contraindicated in patients: with a seizure disorder, with a current or prior diagnosis 
of bulimia or anorexia nervosa, because of a higher incidence of seizures noted in such patients; who have shown 
an allergic response to it; or who are currently being treated with an MAO inhibitor. At least 14 days should elapse 
between discontinuation of an MAO inhibitor and initiation of treatment with Wellbutrin 


WARNINGS: SEIZURES: Wellbutrin is associated with seizures in approximately 0.4% (4/1000) of patients treated 
at doses up to 450 mg/day. This incidence of seizures may exceed that of other marketed antidepressants by as much 
as fourfold. This relative risk is only an approximate estimate because no direct comparative studies have been con- 
ducted. The estimated seizure incidence for Wellbutrin increases almost tenfold between 450 and 600 mg/day, which 
is twice the usually required daily dose (300 mg) and one and one-third the maximum recommended daily dose (450 
mg). Given the wide variability among individuals and their capacity to metabolize and eliminate drugs, this dispropor- 
tionate increase in seizure incidence with dose incrementation calls for caution in dosing. 

During the pre-approval evaluation period, 25 among approximately 2400 patients treated with Wellbutrin experienced 
seizures. At the time of seizure, 7 patients were receiving daily doses of 450 mg or below, for an incidence of 0.33% 
(3/1000) within the recommended dose range. Twelve (12) patients experienced seizures at 500 mg per day (2.3% 
incidence); 6 additional patients had seizures at daily doses between 600 and 900 mg (2.8% incidence). 

A separate, prospective study was conducted to determine the incidence of seizure during an 8 week treatment ex- 
posure in approximately 3200 additional patients who received daily doses of up to 450 mg. Patients were permitted 
to continue treatment beyond 8 weeks if clinically indicated. Eight (8) seizures occurred during the initial 8 week treatment 
period and 5 seizures were reported in patients continuing treatment beyond 8 weeks, resulting in a total seizure in- 
cidence of 0.4%. 

The risk of seizure appears to be strongly associated with dose and the presence of predisposing factors. A signifi- 
cant —— factor (e.g. , history of head trauma or prior seizure, CNS tumor, concomitant medications that lower 
seizure threshold, etc.) was present in approximately one-half of the patients experiencing a seizure. Sudden and 
large increments in dose may contribute to increased risk. While many seizures occurred early in the course of treat- 
ment, some seizures did occur after several weeks at fixed dose. 

Recommendations for reducing the risk of seizure: Retrospective analysis of clinical experience gained during the 
development of Wellbutrin suggests that the risk of seizure may be minimized if (1) the total daily dese of Wellbutrin 
does not exceed 450 mg, (2) the daily dose is administered t.i.d., with each single dose not to exceed 150 mg to avoid 
high peak concentrations of bupropion and/or its metabolites, and (3) the rate of incrementation of dose is very gradual. 
Extreme caution should be used when Wellbutrin is (1) administered to patients with a history of seizure, cranial trauma, 
or other predis position(s) toward seizure, or (2) prescribed with other agents (e.g. , antipsychotics. other antidepressants, 
etc.) or treatment regimens (e.g., abrupt discontinuation of a benzodiazepine) that lower seizure threshold. 
Potential for Hepatotoxicity: in rats receiving large doses of bupropion chronically, there was an increase in incidence 
of hepatic hyperplastic nodules and hepatocellular hypertrophy. In dogs receiving large doses of bupropion chronically, 
various histologic changes were seen in the liver, and laboratory tests suggesting mild hepatocellular injury were noted 
Although scattered abnormalities in liver function tests were detected in patients participating in clinical trials, there 
is no clinical evidence that bupropion acts as a hepatotoxin in humans 


PRECAUTIONS: General: 

Agitation and Insomnia: A substantial proportion of patients treated with Wellbutrin experience some degree of in- 
creased restlessness, agitation, anxiety, and insomnia, especially shortly after initiation of treatment In clinical studies, 
these symptoms were sometimes of sufficient magnitude to require treatment with sedative/hypnotic drugs. In ap- 
proximately 2% of patients, symptoms were sufficiently severe to require discontinuation of Wellbutrin treatment 
Psychosis, Confusion, and Other Neuropsychiatric Phenomena: Patients treated with Wellbutrin have been reported 
to show a variety of neuropsychiatric signs and symptoms including delusions, hallucinations, psychotic episodes, 
contusion, and paranoia. Because of the uncontrolled nature of many studies, it is impossitle to provide a precise 
estimate of the extent of risk imposed by treatment with Wellbutrin. In several cases, neuropsychiatric phenomena 
abated upon dose reduction and/or withdrawal of treatment 

Activation of Psychosis and/or Mania: Antidepressants can precipitate manic episodes in Bipolar Manic Depressive 
patients during the depressed phase of their illness and may activate latent psychosis in other susceptible patients. 
Wellbutrin is expected to pose similar risks 

Altered Appetite and Weight: A weight loss of greater than 5 pounds occurred in 28% of Wellbutrin patients. This 
incidence is approximately double that seen in comparable patients treated with tricyclics or placebo. Furthermore, 
while 34.5% of patients receiving tricyclic antidepressants gained weight, only 9.4% of patients treated with Wellbutrin 
did. Consequently, if weight loss is a major presenting sign of a patient's depressive illness, the anorectic and/or 
weight reducing potential of Wellbutrin should be considered 

Suicide: The possibility of a suicide attempt is inherent in depression and may persist until significant remission oc- 
curs. Accordingly, prescriptions for Wellbutrin should be written for the smallest number of tablets consistent with 
good patient management. 

Use in Patients with Systemic Illness: There is no clinical experience establishing the safety of Wellbutrin in patients 
with a recent history of myocardial infarction or unstable heart disease. Therefore, care should be exercised if it is 
used in these groups. 

Because bupropion HCI and its metabolites are almost completely excreted through the kidney and metabolites are 
likely to undergo conjugation in the liver prior to urinary excretion, treatment of patients with renal or hepatic impair- 
ment should be initiated at reduced dosage as bupropion and its metabolites may accumulate in such patients beyond 
concentrations expected in patients without renal or hepatic impairment The patient should be closely monitored 
for possible toxic effects of elevated blood and tissue levels of drug and metabolites 

Information for Patients: Consult complete product information 

Drug Interactions: No systematic data have been collected on the consequences of the concomitant administration 
of Wellbutrin and other drugs. 

However, animal data suggest that Wellbutrin may be an inducer of drug metabolizing enzymes. This may be of poten- 
tial clinical importance because the blood levels of co-administered drugs may be altered 

Alternatively, because bupropion is extensively metabolized, the co-administration of other drugs may affect its clinical 
activity. In particular, care should be exercised when administering drugs known to affect hepatic drug metabolizing 
enzyme systems (e.g., carbamazepine, cimetidine, phenobarbital, phenytoin) 

Studies in animals demonstrate that the acute toxicity of bupropion is enhanced by the MAO inhibitor phenelzine (see 
CONTRAINDICATIONS) 

Limited clinical data suggest a higher incidence of adverse experiences in patients receiving concurrent administra- 
tion of Wellbutrin and L-dopa. Administration of Wellbutrin to patients receiving L-dopa concurrently should be undertaken 
with caution, using small initial doses and small gradual dose increases 

Concurrent administration of Wellbutrin and agents which lower seizure threshold should be undertaken only with 
extreme caution (see WARNINGS). Low initial dosing and small gradual dose increases shculd be employed 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Lifetime carcinogenicity studies were performed in rats and 
mice at doses up to 300 and 150 mg/kg/day, respectively. In the rat study there was an increase in nodular proliferative 
lesions of the liver at doses of 100 to 300 mg/kg/day; lower doses were not tested. The question of whether or not 
such lesions may be precursors of neoplasms of the liver is currently unresolved. Similar liver lesions were not seen 
in the mouse study, and no increase in malignant tumors of the liver and other organs was seen in either study 
Bupropion produced a borderline positive response (2-3 times control mutation rate) in some strains in the Ames bacterial 
mutagenicity test, and a high oral dose (300, but not 100 or 200 mg/kg) produced a low incidence of chromosomal 
aberrations in rats. The relevance of these results in estimating the risk of human exposure to therapeutic doses is 
unknown 

A fertility study was performed in rats; no evidence of impairment of fertility was encounterec at oral doses up to 300 
mg/kg/day 

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies have been performed in rabbits and 
rats at doses up to 15-45 times the human daily dose and have revealed no definitive evidence of impaired fertility 
or harm to the fetus due to bupropion. (In rabbits, a slightly increased incidence of fetal abnormalities was seen in 
two studies. but there was no increase in any specific abnormality) There are no adequate anc well-controlled studies 
in pregnant women. Because animal reproduction studies are not always predictive of human response, this drug 
should be used during pregnancy only if clearly needed 

Labor and Delivery: The effect of Wellbutrin on labor and delivery in humans is unknown 

Nursing Mothers: Because of the potential for serious adverse reactions in nursing infants from Wellbutrin, a deci- 
sion should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance 
of the drug to the mother. 

Pediatric Use: The safety and effectiveness of Wellbutrin in individuals under 18 years old have not been established 
Use in the Elderly: Wellbutrin has not been systematically evaluated in older patients 


ADVERSE REACTIONS: (See also WARNINGS and PRECAUTIONS) Adverse events commonly encountered in patients 
treated with Wellbutrin are agitation, dry mouth, insomnia, headache/migraine, nausea/vomiting, constipation, and 
tremor. 

Adverse events were sufficiently troublesome to cause discontinuation of Wellbutrin treatment in approximately ten 
percent of the 2400 patients and volunteers who participated in the product's pre-approval clinical trials The more 
common events causing discontinuation include neuropsychiatric disturbances (3.0%), primarily agitation and ab- 
normalities in mental status; gastrointestinal disturbances (2.1%), primarily nausea and vomiting; neurological distur- 
bances (1.7%), primarily seizures, headaches, and sleep disturbances, and dermatologic problems (1 4%), primarily 
rashes. It is important to note, however, that many of these events occurred at doses that exceed the recommended 
daily dose j 5 


The table below is presented solely to indicate the relative frequency of adverse events reported in representative con- 
trolled clinical studies conducted to evaluate the satety and efficacy of Wellbutrin under relatively similar conditions 
of daily dosage (300-600 mg), setting, and duration (3-4 weeks) Thetigures cited cannot be used to predict precise- 


ly the incidence of untoward events in the course of usual medical practice where patient characteristics and other 
factors must differ from those which prevailed in the clinical trials. These incidence figures also cannot be compared 
with those obtained from other clinical studies involving related drug products as each group of drug trials is con- 
ducted under a different set of conditions. 

Finally, itis important to emphasize that the tabulation does not reflect the relative severity and/or Clinical importance 
of the events. A better perspective on the serious adverse events associated with the use of Wellbutrin is provided 
in the WARNINGS and PRECAUTIONS sections 


TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE IN PLACEBO-CONTROLLED CLINICAL TRIALS* 
(Percent of Patients Reporting) 






Wellbutrin Placebo 
Patients Patients 





Adverse Experience (n = 323) (n = 185) Adverse Experience (n = 323) (n = 185) 
CARDIOVASCULAR Dry Mouth 27.6 18.4 
Cardiac Arrhythmias 5.3 4.3 Excessive Sweating 22.3 14.6 
Dizziness 22.3 16.2 Headache/ Migraine 25.7 22.2 
Hypertension 43 1.6 Impaired Sleep Quality 4.0 1.6 
Hypotension 2.5 2.2 Increased Salivary Flow 3.4 3.8 
Palpitations 3:7 22 Insomnia 18.6 157 
Syncope 1.2 0.5 Muscle Spasms 19 3.2 
Tachycardia 10.8 8.6 Pseudoparkinsonism 1.5 16 
DERMATOLOGIC Sedation 19.8 19.5 
Pruritus 22 0.0 Sensory Disturbance 4.0 3.2 
Rash 8.0 65 Tremor 21.1 76 
GASTROINTESTINAL NEUROPSYCHIATRIC 
Anorexia 18.3 18.4 Agitation 31.9 222 
Appetite Increase K A 2.2 Anxiety 3:1 1.1 
Constipation 26.0 17.3 Confusion 8.4 49 
Diarrhea 6.8 8.6 Decreased Libido 31 16 
Dyspepsia 3.1 2.2 Delusions 1.2 11 
Nausea/ Vomiting 22.9 18.9 Disturbed Concentration 3.1 38 
Weight Gain 13.6 22.7 Euphoria 1.2 0.5 
Weight Loss 23.2 23.2 Hostility 5.6 38 
oe NONSPECIFIC 
mpotence 3.4 3.1 Fatique 50 86 
Menstrual Complaints 47 1.1 Faver/Chills 19 05 
Urinary Frequency 2.5 2.2 
Urinary Retention 1.9 22 RESPIRATORY 
MUSCULOSKELETAL Upper Respiratory 
Arthritis a4 97 Complaints 5.0 11.4 
NEUROLOGICAL SPECIAL SENSES 
Akathisia l 1.5 1.1 Auditory Disturbance 5.3 3.2 
Akinesia/Bradykinesia 8.0 8.6 Blurred Vision 146 10 3 
Cutaneous Tempera- Gustatory Disturbance 3.1 1.1 
ture Disturbance 1.9 1.6 


*Events reported by at least 1% of Wellbutrin patients are included 


Other events observed during the entire pre-approval evaluation of Wellbutrin: During its pre-approval assessment, 
Wellbutrin was evaluated in almost 2400 subjects. The conditions and duration of exposure to Wellbutrin varied greatly 
and a substantial proportion of the experience was gained in open and uncontrolled clinical settings. During this ex- 
perience, numerous adverse events were reported; however, without appropriate controls, it is impossible to deter- 
mine with certainty which events were or were not caused by Wellbutrin The following enumeration is organized by 
organ system and describes events in terms of their relative frequency of reporting in the data base. Events of major 
clinical importance are also described in the WARNINGS and PRECAUTIONS sections of the labeling. 

The following definitions of frequency are used: Frequent adverse events are defined as those occurring in at least 
1/100 patients. Infrequent adverse events are those occurring in 1/100 to 1/1000 patients, while rare events are those 
occurring in less than 1/1000 patients 

Cardiovascular: Frequent was edema; infrequent were chest pain, EKG abnormalities (premature beats and nonspecific 
STI changes), and shortness of breath/dyspnea, and rare were pallor and phlebitis 

Dermatologic: Frequent were nonspecific rashes. infrequent were alopecia and dry skin; rare were Change in hair 
color and hirsutism 

Endocrine: \n{requent was gynecomastia; rare were glycosuria and hormone level change 

Gastrointestinal: infrequent were dysphagia, thirst disturbance, and liver damage/ jaundice; rare were rectal com- 
plaints, colitis, G.I. bleeding, and intestinal perforation 

Genitourinary: Frequent was nocturia; infrequent were vaginal irritation, testicular swelling, urinary tract infection, 
painful erection, and retarded ejaculation, rare were dysuria, enuresis, urinary incontinence, menopause, Ovarian 
disorder, pelvic infection, cystitis, dyspareunia, and painful ejaculation. 

Hematologic/Oncologic: Rare was lymphadenopathy. 

Neurological: (see WARNINGS) Frequent were ataxia/incoordination, seizure, myoclonus, dyskinesia, and dystonia: 
infrequent were mydriasis, vertigo, and dysarthria; and rare were EEG abnormality, abnormal neurological exam, im- 
paired attention, and sciatica 

Neuropsychiatric: (see PRECAUTIONS) Frequent were mania/ hypomania, increased libido, hallucinations, decrease 
in sexual function, and depression; infrequent were memory impairment, depersonalization, psychosis, dysphoria, 
mood instability, paranoia, formal thought disorder, and frigidity, rare was suicidal ideation 

Oral Complaints: Frequent was stomatitis, infrequent were toothache, bruxism, gum irritation, and oral edema. rare 
was glossitis. 

Respiratory: infrequent were bronchitis and shortness of breath /dyspnea; rare were epistaxis and rate or rhythm disorder 
Special Senses: \nfrequent was visual disturbance, rare was diplopia. 

Nonspecific: Frequent were flu-like symptoms, infrequent was nonspecific pain, rare were body odor, surgically relatet, 
pain, infection, medication reaction and overdose 

Post-Approval Reports: The following additional events were rarely observed (less than 1/1000 patients) post-approval 
Cardiovascular: Flushing and myocardial infarction 

Dermatologic: Acne 

Gastrointestinal: Stomach ulcer 

Hematologic/Oncologic: Anemia and pancytopenia 

Neurological: Aphasia 

Musculoskeletal: Musculoskeletal chest pain 

Respiratory: Pneumonia and pulmonary embolism 


DOSAGE AND ADMINISTRATION: General Dosing Considerations: It is particularly important to administer Wellbutrin 
in a manner most likely to minimize the risk of seizure (see WARNINGS). Increases in dose should not exceed 100 
mg/day in a 3 day period. Gradual escalation in dosage is also important if agitation, motor restlessness, and insom- 
nia. often seen during the initial days of treatment, are to be minimized. If necessary, these effects may be managed 
by temporary reduction of dose or the short-term administration of an intermediate to long-acting sedative hypnotic 
A sedative hypnotic usually is not required beyonc the first week of treatment. Insomnia may also be minimized by 
avoiding bedtime doses. If distressing, untoward effects supervene, dose escalation should be stopped 

No single dose of Wellbutrin should exceed 150 mg. Wellbutrin should be administered t.i.d., preferably with at least 
6 hours between successive doses. 

Usual Dosage for Adults: The usual adult dose is 300 mg/day, givent.i.d. Dosing should begin at 200 mg/day, given 
as 100 mg b.i.d. Based on clinical response, this dose may be increased to 300 mg/day. given as 100 mgt id. no 
sooner than 3 days after beginning therapy (see table below) 


Dosing Regimen 
Treatment Total Tablet Number of Tablets 
Day Daily Dose Strength Morning Midday Evening 
1 200 mg 100 mg 1 0 1 
4 300 mg 100 mg 1 1 1 


increasing the Dosage Above 300 mg/Day: As with other antidepressants, the tull antidepressant effect of Wellbutrin 
may not be evident until 4 weeks of treatment or longer. Anincrease in dosage, up to a maximum of 450 mg/day, given 
in divided doses of not more than 150 mg each, may be considered for patients in whom no clinical improvement Is 
noted after several weeks of treatment at 300 mg/day. Dosing above 300 mg/day may be accomplished using the 
75 or 100 mg tablets. The 100 mg tablet must be administered q.i.d. with at least 4 hours between successive doses. 
in order not to exceed the limit of 150 mg in a single dose. Wellbutrin should be discontinued in patients who do no} 
demonstrate an adequate response after an appropriate period of treatment at 450 mg/day 

Elderly Patients: In general, older patients are known to metabolize drugs more slowly and to be more sensitive tc 
the anticholinergic, sedative, and cardiovascular side effects of antidepressant drugs 


Burroughs Wellcome Co. 
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You've known if all along! 


Predictable 
Rapid acting 
smooth tapering effect = 
Proven safety 
Unsurpassed efficacy 






®) ia 
2-mg 
5-mg 
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The cut out “V” design is a registered trademark of Roche Products Inc scored tablets 


As with any anxiolytic, patients should be cautioned against driving, 
operating machinery and the simultaneous ingestion of alcohol or other CNS depressant drugs. 


Roche Products Copyright © 1990 by Roche Products Inc. All rignts reserved 


® Please see a summary of product information on adjacent page 


VALIUM” (diazepam/Roche) (WV 


Before prescribing, please consult complete product information, a summary of 
which follows: 


INDICATIONS: Management of anxiety disorders, or short-term relief of symptoms of 
anxiety. Anxiety or tension associated with the stress of everyday life usually does not 
require treatment with an anxiolytic. Symptomatic relief of acute agitation, tremor, delir- 
ium tremens and hallucinosis due to acute alcohol withdrawal; adjunctively in skeletal 
muscle spasm due to reflex spasm to local pathology; spasticity caused by upper 
motor neuron disorders; athetosis; stiff-man syndrome; convulsive disorders (not as 
sole therapy). 
The effectiveness of Valium in long-term use, that is, more than 4 months, has not been 
assessed by systematic clinical studies. The physician 
should periodically reassess the usefulness of the drug for 
the individual patient. 
CONTRAINDICATED: Known hypersensitivity to the drug 
Children under 6 months of age. Acute narrow angle glaucoma; 
may be used in patients with open angle glaucoma who are 
receiving appropriate therapy. 
WARNINGS: Not of value in psychotic patients. Caution against 
hazardous occupations requiring complete mental alertness. When 
used adjunctively in convulsive disorders, possibility of increase in fre- 
quency and/or severity of grand mal seizures may require increased dos- 
age of standard anticonvulsant medication; abrupt withdrawal may be 
associated with temporary increase in frequency and/or severity of seizures. 
Advise against simultaneous ingestion of alcohol and other CNS depressants. 
Usage in Pregnancy: Use of minor tranquilizers during first trimester 
should almost always be avoided because of increased risk of congeni- 
tal malformations as suggested in several studies. Consider possibility of 
pregnancy when instituting therapy; advise patients to discuss therapy if 
they intend to or do become pregnant. 
Withdrawal symptoms of the barbiturate type have occurred after discontinuation of 
benzodiazepines (see Drug Abuse and Dependence). 
PRECAUTIONS: If combined with other psychotropics or anticonvulsants, consider 
carefully pharmacology of agents employed; drugs such as phenothiazines, nar- 
cotics, barbiturates, MAO inhibitors and other antidepressants may potentiate its 
action. Usual precautions indicated in patients severely depressed, or with latent 
depression, or with suicidal tendencies. Observe usual precautions in impaired renal 
or hepatic function. Limit dosage to smallest effective amount in elderly and debilitated 
to preclude ataxia or oversedation. 
The clearance of Valium and certain other benzodiazepines can be delayed in associa- 
tion with Tagamet (cimetidine) administration. The clinical significance of this is 


VALIUM” (diazepam/Roche) 


unclear. Inform patients to consult physician before increasing dose or abruptly dis- 
continuing diazepam. 
SIDE EFFECTS: Drowsiness, confusion, diplopia, hypotension, changes in libido, nau- 
sea, fatigue, depression, dysarthria, jaundice, skin rash, ataxia, constipation, head- 
ache, incontinence, changes in salivation, slurred speech, tremor, vertigo, urinary 
retention, blurred vision. Paradoxical reactions such as acute hyperexcited states, 
anxiety, hallucinations, increased muscle spasticity, insomnia, rage, sleep distur- 
bances, stimulation have been reported; should these occur, discontinue drug. ISo- 
lated reports of neutropenia, jaundice; periodic blood counts and liver function tests 
advisable during long-term therapy. 
Drug Abuse and Dependence: Withdrawal symptoms similar to those noted with bar- 
biturates and alcohol have occurred following abrupt discontinuation of diazepam; 
more severe seen after excessive doses over extended 
periods; milder after taking continuously at therapeutic 
levels for several months. After extended therapy, avoid 
abrupt discontinuation and taper dosage. Carefully super- 
vise addiction-prone individuals because of predisposition 
to habituation and dependence. 
DOSAGE: Individualize for maximum beneficial effect. Adults: 
Anxiety disorders, symptoms of anxiety, 2 to 10 mg b.i.d. to 
q.i.d.; alcoholism, 10 mg t.i.d. or q.i.d. in first 24 hours, then 
5 mg t.i.d. or q.i.d. as needed; adjunctively in skeletal muscle 
spasm, 2 to 10 mg t.i.d. or q.i.d.; adjunctively in convulsive dis- 
orders, 2 to 10 mg b.i.d. to q.i.d. Geriatric or debilitated patients: 2 to 
2'2 mg, 1 or 2 times daily initially, increasing as needed and tolerated. 
(See Precautions.) Children: 1 to 2'2mgt.i.d. orq.i.d. initially, increasing 
as needed and tolerated (not for use under 6 months). 
HOW SUPPLIED: For oral administration, round, scored tablets with a cut out 
“V” design—2 mg, white; 5 mg, yellow; 10 mg, blue— bottles of 100 and 500. 
Tel-E-Dose” packages of 100, available in boxes of 4 reverse-numbered cards of 
25, and in boxes containing 10 strips of 10 


Imprint on tablets: 
2 mg—2 VALIUM” (front) V7, 
ROCHE (scored side) ve” 


5 mg—5 VALIUM” (front) 
ROCHE (scored side) \% 


10 mg— 10 VALIUM® (front) 
ROCHE (scored side) 


P.I. 0788 
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ADAPTING THE TREATMENT TO THE PATIENT 
THE ELCoT MF-1000 


A micro-processor controlled MULTI-FUNCTION ECT unit, 
proudly serving Psychiatrists on 4 Continents 


With memory for patient and treatment data of over 600 cases, CHOICE of WAVEFORMS (bipolar and unipolar brief-pulses as well as 
sinewaves) and DOSAGE MODES (constant current, constant voltage, constant energy and pre-set energy level), and with automatic 
continuous monitoring of real patient impedance both prior to and throughout the entire treatment combined wit computer-controlled constant 
adjustment of parameters to ensure the administration of stimulus values exactly as programmed by the physician and; 


* Pre-programmed standard parameters in addition to complete 
programmability by the physician. 


* 2-channel EEG/ECG monitoring system with strip-chart recorder 


also printing out all patient and treatment data. 


* Computerized safeguards, in addition to impedance test, 
with parameters failing to meet recommended guidelines. 


* Personalized “TREAT CODE” to prevent unauthorized tampering with parameters. 
* Software controlled parameters, allowing changes and updating when needed. 


* New, super-luminous “prompting” LCD, displaying all patient 
and treatment data. 


* The ELCot MF-1000 meets or exceeds APA, UL-544, CSA, ROP, 


and IEC requirements. 


CALL COLLECT or WRITE TO: 
ELCoT Sales, Inc. 14 East 60th Street 
New York, N.Y. 10022 


Telephone: (212) 688-0900 


FAX: (212) 755-3124 





Telex 233540 


Books Received 





Human Behavior in the Social Environment: A Social Systems Ap- 
proach, 4th ed., by Ralph E. Anderson and Irl Carter. New York, 
Aldine de Gruyter, 1990, 267 pp., $39.95; $20.95 (paper). 

The Personal Nature of Notions of Consciousness: A Theoretical 
and Empirical Examination of the Role of the Personal in the 
Understanding of Consciousness, by Imants Baruss. Lanham, 
Md., University Press of America, 1990, 210 pp., $29.75. 

The Year Book of Geriatrics and Gerontology 1990, edited by John 
C. Beck, M.D., Itamar B. Abrass, M.D., John R. Burton, M.D., 
Jeffrey L. Cummings, M.D., Takashi Makinodan, Ph.D., and 
Gary W. Small, M.D. Chicago, Year Book Medical Publishers, 
1990, 296 pp., $51.95. 

The Freudian Body: Psychoanalysis and Art (1986), by Leo Bersani. 
New York, Columbia University Press, 1990, 124 pp., $14.50 
(paper). 

The Practical, Moral, and Personal Sense of Nursing: A Phenome- 
nological Philosophy of Practice, by Anne H. Bishop and John R. 
Scudder, Jr. Albany, State University of New York Press, 1990, 
182 pp., $44.50; $14.95 (paper). 

The Management of Pain, 2nd ed., vols. I, II, by John J. Bonica, 
M.D., D.Sc., D.Med.Sc.(Hon.), F.F.A.R.C.S.(Hon.), with John D. 
Loeser, M.D., C. Richard Chapman, Ph.D., and Wilbert E. 
Fordyce, Ph.D. Philadelphia, Lea & Febiger, 1990, 2,120 pp., 
$225.00. 

The Mask of Sanity: An Attempt to Clarify Some Issues About the 
So-Called Psychopathic Personality, 5th ed. (1976), by Hervey 
Cleckley, M.D. Augusta, Ga., Emily S. Cleckley, 1988, 462 pp., 
$21.95. 

My Days in Court: Unique Views of the Famous and Infamous by a 
Court Artist, by Ida Libby Dengrove and Frank W. Martin. New 
York, William Morrow and Co., 1990, 224 pp., $22.95. 

Families and Health Care: Psychosocial Practice, by Kathleen Ell and 
Helen Northen. New York, Aldine de Gruyter, 1990, 308 pp., 
$39.95; $18.95 (paper). 

Holiday of Darkness: A Psychologist’s Personal Journey Out of His 
Depression, revised ed., by Norman S. Endler. Toronto, Wall & 
Thompson, 1990, 149 pp., $39.95; $9.95 (paper). 

The History of Psychoanalysis, new expanded ed., by Reuben Fine. 
Northvale, N.J., Jason Aronson, 1990, 731 pp., $40.00. 

Suicide Risk: Assessment and Response Guidelines, by William J. 
Fremouw, Maria de Perczel, and Thomas E. Ellis. New York, 
Pergamon Press, 1990, 158 pp., $26.00; $14.95 (paper). 

Never Be Tired Again! (1988), by Dr. David C. Gardner and Dr. 
Grace Joely Beatty. New York, Perennial Library (Harper & 
Row), 1990, 359 pp., $8.95 (paper). 

The Work and Play of Winnicott, by Simon A. Grolnick, M.D. 
Northvale, N.J., Jason Aronson, 1990, 216 pp., $25.00. 

Obsessive-Compulsive Disorders: Theory and Management, 2nd 
ed., edited by Michael A. Jenicke, M.D., Lee Baer, Ph.D., and 
William E. Minichiello, Ed.D. Chicago, Year Book Medical Pub- 
lishers, 1990, 425 pp., no price listed. 

The Exercise Prescription for Depression and Anxiety, by Keith W. 
Johnsgard, Ph.D. New York, Plenum, 1989, 312 pp., $22.95. 
Women, Sex, and Addiction: A Search for Love and Power (1989), 
by Charlotte Davis Kasl, Ph.D. New York, Perennial Library 

(Harper & Row), 1990, 393 pp., $9.95 (paper). 

Dementia Disorders: Advances and Prospects, edited by C.L.E. Ka- 

tona. New York, Chapman and Hall, 1989, 228 pp., $69.95. 


Research Agendas in the Sociology of Emotions, edited by Theodore 
D. Kemper. Albany, State University of New York Press, 1990, 
333 pp., $57.50; $18.95 (paper). 

The Healing Way: Adult Recovery From Childhood Sexual Abuse, 
by Kristin A. Kunzman. Center City, Minn., Hazelden, 1990, 146 
pp., no price listed (paper). 

The Limits of Interpretation (1987), by Peter Lomas. Northvale, 
N.J., Jason Aronson, 1990, 153 pp., $18.50. 

Depression: New Directions in Theory, Research, and Practice, ed- 
ited by C. Douglas McCann and Norman S. Endler. Toronto, 
Wall Editions (Wall & Emerson), 1990, 394 pp., $39.95. 

Post-Traumatic Stress Disorder: Assessment, Differential Diagnosis, 
and Forensic Evaluation, edited by Carroll L. Meek, Ph.D. Sara- 
sota, Fla., Professional Resource Exchange, 1990, 215 pp., 
$32.39. 

Inner Natures: Brain, Self and Personality, by Laurence Miller, 
Ph.D. New York, St. Martin’s Press, 1990, 275 pp., $19.95. 

Tomorrow’s Doctors: The Path to Successful Practice in the 1990s, 
by Benjamin H. Natelson, M.D. New York, Insight Books (Ple- 
num), 1990, 275 pp., $19.95. 

Movement and Dance Education (1973), by Marion North. Plym- 
outh, U.K., Northcote House, 1990, 295 pp., $19.95 (paper). 
Personality Assessment Through Movement (1972), by Marion 
North. Plymouth, U.K., Northcote House, 1990, 207 pp., $19.95 

(paper). 

The Personality Self-Portrait: Why You Think, Work, Love, and Act 
the Way You Do, by John M. Oldham, M.D., and Lois B. Morris. 
New York, Bantam Books, 1990, 426 pp., $18.95. 

Counseling and Social Support: Perspectives and Practice, by Rich- 
ard E. Pearson. Newbury Park, Calif., Sage Publications, 1990, 
265 pp., $14.95 (paper). 

The Caregivers’ Journey: When You Love Someone With AIDS, by 
Mel Pohl, M.D., Deniston Kay, Ph.D., and Doug Toft. Center 
City, Minn., Hazelden, 1990, 227 pp., no price listed (paper). 

Opioids, Bulimia, and Alcohol Abuse and Alcoholism, edited by 
Larry D. Reid, Ph.D. New York, Springer-Verlag New York, 
1990, 393 pp., no price listed. 

A Dissenter in the House of God, by Alvin Rosenfeld. New York, St. 
Martin’s Press, 1990, 200 pp., $15.95. 

Turning Points in Analytic Therapy: From Winnicott to Kernberg, 
by Gerald Schoenwolf, Ph.D. Northvale, N.J., Jason Aronson, 
1990, 236 pp., $30.00. 

Mammalian Behavior: The Theory and the Science, by John Philip 
Smith. Tuckahoe, N.Y., Bench Mark Books, 1990, 420 pp., 
$32.00 (paper). 

On Jung, by Anthony Stevens. New York, Routledge, 1990, 281 pp., 
$22.50. 

The Year Book of Psychiatry and Applied Mental Health 1990, 
edited by John A. Talbott, M.D., Allen Frances, M.D., Richard J. 
Frances, M.D., Daniel X. Freedman, M.D., Herbert Y. Meltzer, 
M.D., John E. Schowalter, M.D., and Stuart C. Yudofsky, M.D. 
Chicago, Year Book Medical Publishers, 1990, 391 pp., $49.95. 

Infant Previewing: Predicting and Sharing Interpersonal Outcome, 
by Paul V. Trad. New York, Springer-Verlag New York, 1990, 
271 pp., $54.50. 

Panic Disorder: The Great Pretender, by H. Michael Zal, D.O., 
F.A.C.N. New York, Insight Books (Plenum), 1990, 223 pp., 
$22.95. 


DEPRESSION 
EN IN MENTALLY RETARDED CHILDREN AND ADULTS 


ANTON DOSEN, M.D., Ph.D. 


FRANK J. MENOLASCINO, M.D. 
EDITORS 


Depression is rapidly becoming the most treatable of major psychiatric syndromes. Yet it can also 
be the most easily missed in children, adolescents, and adults who have mental retardation since 
the symptomatology presented by these special populations differs substantially from the clinical 
pictures seen in nonretarded patients. 


Publications now offers the first book available that comprehensivel lores this set 
of important diagnostic and treatment challenges. oe yea 


362 pages, hardcover 
$50.00 (postage paid) 


To order, write to: 
NEDBOOK INTERNATIONAL 
P.O. BOX 3113 
1003 AC AMSTERDAM, THE NETHERLANDS 
FAX: 0011-3120-340-963 
American Express/Diners Club/MasterCard/Visa 


Whether you are... 


a psychiatrist seeking a new opportumty 
D or 


an employer with a position available 


The professional recruitment staff of the American Psychiatric Association’s Psychiatric 
Placement Service (PPS) can help meet your needs. 


The Psychiatric Placement Service was developed by psychiatrists for psychiatrists. As a 
result we give you the kind of specialized service private physician search firms can’t 
match. 

We are experts in our profession, with continuous marketing and recruitment efforts pro- 


viding a comprehensive physician/employer database. Best of all, it’s at a lower cost than . 
private physican search firms. 


The Psychiatric Placement Service is the APA’s answer to cost effective recruitment. Serv- 
ing Psychiatrists and Mental Health Facilities nationwide. 


For further information and application forms contact, 


Psychiatric Placement Service 
1400 K Street N.W., Washington, D.C. 20005 
(202) 682-6108 


AMERICAN PSYCHIATRIC ASSOCIATION 


‘Jaa on 
H&CP 
Aha ENVER 


A Multidisciplinary Forum for 


Emerging Issues 


in Clinical Psychiatry 





MANAGED CARE DUAL DIAGNOSIS 
all day session all day session 
— AIDS — Borderline Disorders 
— Medicolegal Issues — Native American Issues 
— Quality Assurance — Adolescent Sexual Abuse 
— Schizophrenia — Emergency Psychiatry 


For preliminary program and registration information, write: Sandra M. Hass, H&CP Institute, APA, 
1400 K Street, N.W., Washington, D.C. 20005. Or call (202) 682-6174. 


Name: 





Title: 





Organization: 
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Imermvamnent that semressed patients 
pcan wake eu and notice... 


aay Better da yS 


Antidepressant 
effectiveness with the 
4 nighttime advantage 


A division of Pfizer Pharmaceuticals 








start with 
better nights 


E Up to 97% of depressed patients experience 
some kind of sleep disturbance, and often 
it may be the presenting sign. 


E Sleep disturbances respond particularly well 
to once-a-day Sinequan® (doxepin HCl)... 
as it works to relieve underlying depression 
and anxiety?’ 


The possibility of drug interaction should be considered if the patient 
is receiving other drugs concomitantly. 


SINEQUAN 


(doxepin HC) see 


une eee ule strength is blaine a liaarlaales e therapy only and is not 
mended for initiation of treatm 


Beans see brief summary of ceo UG (doxepin HCI) prescribing information 


Reterences: 1. Goldberg HL: Sleep disturbance as a manifestation of depression, in Somatic Depression: Insights for 
Primary Care Physicians. Proceedings of a symposium held in Miami, Dec 4, 1978. New York, Postgraduate Medicine 
Communications, pp 13-18. 2. Karacan |, Blackburn AB, Thornby JI, et al: The effect of doxepin HCI (Sinequan) on sleep 
prama and clinical symptomatology of neurotic depressed patients with sleep disturbance, in Sinequan® (doxepin 

Cl): A rae ae of Recent Clinical Studies. Princeton, NJ, Excerpta Medica, 1977, pp 4-22. 3. —— HL, Finnerty 
RJ: The use of doxepin in the treatment of symptoms of anxiety neurosis and accompanying depression: A collaborative 
controlled study. Am J Psychiatry 1972;129(July):74-77. 


SINEQUAN oxcoin HCl) 


BRIEF SUMMARY 

SINEQUAN® Sann HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the drug. Possibility 
of cross sensitivity with other dibenzoxepines should be kept in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These disorders should be 
ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or patierts taking other 
medications should be carefully adjusted. This is especially important in patients receiving other medications with 
anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients should be adjusted 
carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, monkeys and dogs and there was no 
evidence of harm to the animal fetus. The relevance to humans is not known. Since there is no experience in pregnant 
women who have received this drug, safety in pregnancy has not been established. There has been a report of apnea and 
drowsiness occurring in a nursing infant whose mother was wng SINEQUAN 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommended because sate 
conditions for its use have not been established 
Drug Interactions. 

AO Inhibitors: Serious side effects and even death have been reported following the concomitant use of certain 
drugs with MAO inhibitors. Therefore, MAO inhibitors should be discontinued at least two weeks prior to the cautious 
initiation of therapy with SINEQUAN. The exact length of time may vary and is dependent upon the particular MAO 
inhibitor being used, the length of time it has been administered, and the dosage involved. 

Cimetidine: Cimetidine has been reported to produce a significant fluctuations in steady-state serum concen- 
trations of various tricyclic antidepressants. Serious anticholinergic symptoms (i.e., severe dry mouth, urinary 
retention and blurred vision) have been associated with elevations in the serum levels of tricyclic antidepressant when 
cimetidine therapy is initiated. Additionally, higher than expected tricyclic antidepressant levels have been observed 
when they are begun in patients already taking cimetidine. In patients who have been reported to be well controlled on 
tricyclic antidepressants receiving concurrent cimetidine therapy, discontinuation of cimetidine has been reported to 
decrease established steady-state serum tricyclic antidepressant levels and compromise their therapeutic effects 

Alcohol: \t should be borne in mind that alcohol ingestion may increase the danger inherent in any intentional or 
unintentional SINEQUAN overdosage. This is especially important in patients who may use alcohol excessively 

Tolazamide: A case of severe hypoglycemia has been reported in a type II diabetic patient maintained on tolazamide 

1 gm/day) 11 days after the addition of doxepin (75 mg/day) 

ecautions. Since drowsiness may occur with the use of this drug, patients should be warned of the possibility and 
cautioned against driving a car or operating dangerous machinery while taking the drug. Patients should also be 
cautioned that their response to alcohol may be potentiated 

Since suicide is an inherent risk in any depressed patient and may remain so until significant improvement has 
occurred, patients should be closely supervised during the early course of therapy Prescriptions should be written for the 
smallest feasible amount. 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may be necessary to reduce 
dosage or add a major tranquilizer to the dosage regimen 
Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically reported with 
SINEQUAN use. However, due to the close pharmacological similarities among the tricyclics, the reactions should be 
considered when prescribing SINEQUAN (doxepin HCI). 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have been reported. If they do 
not subside with continued therapy, or become severe, it may be necessary to reduce the dosage 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This tends to disappear as 
therapy is continued. Other infrequently reported CNS side effects are confusion, disorientation, hallucinations, 
numbness, paresthesias, ataxia, extrapyramidal symptoms, seizures, tardive dyskinesia, and tremor 

ole gua Cardiovascular effects including hypotension, hypertension, and tachycardia have been reported 
occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients. There have been occasional reports of bone marrow 
depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aphthous stomatitis have 
been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular even gynecomastia in males, enlargement of breasts and 
galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of inappropriate antidiuretic hormone 
secretion have been reported with tricyclic administration. 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, alopecia, headache, 
aoina of asthma, and hyperpyrexia (in association with chlorpromazine) have been occasionally observed as 
adverse effects 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessation of treatment 
after prolonged SINEQUAN administration should be borne in mind. These are not indicative of addiction and gradual 
withdrawal of medication should not cause these symptoms. 

Dosage and Administration. For most patients with illness of mild to moderate severity, a starting daily dose of 75 mg is 
recommended. Dosage may subsequently be increased or decreased at appropriate intervals and according to individual 
response. The usual optimum dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual increase to 300 mg/day if 
necessary. Additional therapeutic effect is rarely to be obtained by exceeding a dose of 300 mg/day 

in patients with very mild symptomatology or emotional symptoms accompanying organic disease, lower doses may 
suffice. Some of these patients have been controlled on doses as low as 25-50 mg/day 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage schedule lf the once-2-day 
schedule is employed the maximum recommended dose is 150 mg/day. This dose may be given at bedtime. The 150 mg 
capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optimal antidepressant effect may not 3e evident for 
two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and tachycardias 

Also: urinary retention on cag decreased mena motility (paralytic ileus), hyperthermia (or hypo- 
thermia), hypertension, dilated pupils, hyperactive reflexes 
B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary 

2. Severe: Medical ero say of severe SINEQUAN overdosage consists of aggressive supportive therapy. If the 
patient is conscious, gastric lavage, with th lo precautions to prevent pulmonary aspiration, should be performed 
even though SINEQUAN is age absorbed. The use of activated charcoal has been recommended, as has Deen 
continuous gastric lavage with saline for 24 hours or more. An adequate airway should be established in comatose 
patients and assisted ventilation used if necessary. EKG monitoring may be required for several days, since relapse after 
apparent recovery has been reported. Arrhythmias should be treated with the appropriate antiarrhythmic agent. It has 
been reported that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in adults may be 
reversed by the slow intravenous administration of 1 mg to of physostigmine salicylate. Because physostigmine is 
rapidly metabolized, the dosage should be repeated as required. Convulsions may respond to standard anticonvulsant 
therapy, however, barbiturates may potentiate any respiratory depression Dialysis and forced diuresis generally are not 
of value in the management of overdosage due to high tissue and protein binding of SINEQUAN. 
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FOR THOUSANDS 
OF PROBLEM SCHIZOPHRENIC 
PATIENTS 
AND THEIR PSYCHIATRISTS 





 CLOZARI 


clozapine 


UPERIOR 
TIPSYCHOTIC 
EFFICACY 
THAT 


GIVES HOPE 









ill ( en") schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 


m CLOZARIL (clozapine) Succeeded after 

z standard antipsychotics, including 

Ba: haloperidol, failed 

: ae B Thirty percent of CLOZARIL patients experi- 

Bisa: mn enced dramatic global improvement in only 

URTA ix weeks (as determined by the study’s 

ie gorous efficacy criteria) vs only 4% of 

, Patients receiving chlorpromazine 

= E Efficacy in both positive and negative 

symptomatology 




























HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


m CLOZARIL (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


m No confirmed cases of tardive dyskinesia 
in over 15 years’ worldwide experience 


m Side effects that have been reported 
include: agranulocytosis ( 1—2% ), transient 
sedation (39% ), hypersalivation (31%), 
tachycardia (25% ), constipation (14%), 
hypotension (9% ), hypertension (4% ) and 
weight gain (4%)' 

m CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 
1—2% of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, — 
and 5% at high doses (600—900 mg/day)“ 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


€m Agranulocytosis, a potentially fatal disorder, 
occurs in 1—2% of patients 

m The Clozaril Patient Management System™ 
(CPMS*™) was created as an efficient means 
to detect developing agranulocytosis 

m This structured weekly monitoring and drug 
delivery system helps to protect the patient 
and to support the physician 
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CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 

Call 1-800-237-CPMS (2767) or mailin a 
completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (ciozapine) 
and the Clozaril Patient Management System. 


*Ina double-blind study of CLOZARIL (clozapine) versus chlorpromazine 


encompassing 268 patients, all of whom had first failed on at least 
three ctandard ‘ ire nvar a five-year nerind and then 
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CAUTION: Federal law probibtts diepensing without a preseription. 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with mysloproliferative disorders, or a history of 
CLOZARIL-inducad agranulocytosis or severa granulocytopenta. CLOZARIL should not be used si- 
multaneousty with other agents having a wel-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL ig contralndicated In severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATER- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT 18 STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM"! 


(CPS) 


Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of lees than 500 per 
mm’, hes been estimated to occur in association with CLOZARIL use at a cumsiative 
lwokience at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases oat of 
1743 patients exposed to CLOZARIL daring Its cllaleal testing prior to domestic marketing. 
All of these cases occurred at a time when the need for ciosa monitoring of WBC counts was 
alreedy resognized. This reaction could prove fatal [f not detected early and therapy 
Interrepted. While no fatalities have been sescolated with the U.S. agranalocytosts casas, 
and all cases have recovered fully, the U.S. sample is too small to rHlably estimate the cass 
fatality rate. Of the 112 eases of agragulocyiosis reported woridwids in association with 
GLOZARIL usa a3 of December 31, 1988, 36% were fatai. However, few of thoes deaths 
occurred sises 1977, at whith time the nowledge of CLOZARIL4induved agranulocytosis 
became more widespread, and olose monitoring of WBC counts more widely practloed. 
Nevertheless, it ls unknown at present what the case fatality rate will be tor CLOZARIL- 
Induced agranuloeytosts, despita strict adhareaes to the recommendation tor weekly 
monttoriag of WBC counts. 

Treatment should not be Initiated H the WBC count ts fess than 3600 per mm’, or H the 
pationt bas a history of a atyeloproliferative disorder, or pravious CLOZARIL-Indoead 
agranulocytosis or prawulocytopenia. Patients should be advised io report immediatsly the 
sppearance of isthargy, weakness, fovsr, sore throat or amy othar sigas of Infection. H, after 
fhe initiation of treatment, the total WBC coant has dropped below 3500 per min’ or tt has 
dropped by a substantial amoort from baseline, even H the count Is above 3660 per mm’, or 
W Immature forms are present, a repast WBC count and a differential count should ba done, 
if subsequent WBC comnts and the differential coent reveal! a total WBC cocnt between 3000 
and 3500 per mie? and a granulocyte cauat above 1600 par mm’, twice weekly WBC counts 
end differential counts should be perfommed. 

H the total WBC count falle beiow S006 per mmm’ or the granwiocyle count below 1509 par 
mm’, CLOZARIL therapy shonid be interrapted and patients should be carefaliy monitored for 
fin-ilke symptoms or other symptoms anggestive of lofection. CLOZARIL therapy may be 
resumed if no symptoms of Infection develop, and H the total WBC count retums to levels 
above 3000 per mm? and the granulocyte count returns to levels above 1580 per our. 
However, In this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3809 per mm’. 

H the tote! WBC count falls below 2000 per mm? or the granulocyte count falls below 
1000 per ma’, bone marrow aspiration should be considered to ascertain granalopaletic 
stains. Protective isolation with close siservation may be indicated if granslopolssis is 
determined to be deficient. Should evidence of infection devsiop, the patient shook! have 
appropriate cettores performed snd an appropriate antibiotic regimes instituted. 

Patients whose total WBC comnts fall below 2000 pay mm’, or granelocyte counts below 
1000 per mm? during CLOZARIL therapy should aet ha re-challeaged with CLOZARIL 
Patients discontinued fram CLOZARIL therapy dws to significant WAC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chences of re-challange occuring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
nationa! master file will be maintained confidentially within the CPMS (Clozaril Patient Man- 
agement System). 

Except for aviderce of significant bore marrow sappression during Initial CLOZARIL 
therapy, thara are no established risk factors, based on worldwide experlencs, tor the 
developrosat of sgranmlocytosis In association with CLOZARIL ose. However, a dispropor- 
tlonats number of the U.S. cases of agranulocytosis occurred in patlents of Jowteh 
background compared to the overall proportion of such patients exposed during the domestic 
devalopment of CLOZARIL. Most of the U.S. cases occurred within 4-10 weaks of exposurs, 
but neither dose nor duration is a reliable predictor cf this problem. No patient 
characteristics bave bees ciearty lloked to the development of agranulocytosis in association 
with CLOZARIL see, but agranulocytosis associated with other aniipzychotle druge bes besn 
reported to occur with a greater frequency in women, the olderly and in patients who are 
cachectic or bave serious underlying medical Iliness; such patlents may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZAHIL will be 
dispensed only wiftle tha Clozaril Patient Management System. 


4 -h 
wt 4 oi] EA `] 
ert lj bi 


Selzures 

Ssizurs has been estimated to occur in ssseciaiion with CLOZARIL use al a omruaiative 
incidence at one year of approximaisiy 8%, based on the occurrence of one or more seizures 
in 81 of 1743 patients exposed to CLOZAAIL during fte clinical testing prior to domestic 
marketing (l.e., a crade rate of 3.5%). Dose appears to be an important predictor of selzare, 
with a greater |Ikelfhood of setzare at the highsr CLOZARIL doses nsed, 


Caution should be used in admlolstering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the sabstacttal risk of sekare associated with 
CLOZARIL use, patients should be advised oot to engage in any activity where sudden loss of 
consclousmess could cause serious risk to thamesives or others, e.g., the operation of 
complex machinery, driving an guforcobils, swimming, climbing, ate. 
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Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with CLOZARIL treatment, essechalty during Initlal titration In 
aseoctation with rapid dose escalation, and may represent a continuing risk In some patients. 
Tachycardia, which may ba sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average Increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all postions 
monitored. Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardlovascular function. A minority of CLOZARIL-treatad patients experiance ECG 
repolarization changes similar to those seen with other antipsychotic drugs, Including S-T segment 
depression and flattening or inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes fs unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including Ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many of these cases because of serious preaxisting cardiac disease and plausible 
altemative causes. Rare instances of sudden, unexplained death have been reported in psychiatric 
patients, with or without assoctated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use ls unknown, CLOZARIL should be used with caution in pattents with 
known cardiovascular disease, and the recommendation for gradual titratlon of dose should be 
carefully observed. 


Naurcleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes refarrad to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Cilnica! manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mentai status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, dlaphoresls, and cardiac dysrhythmias). No cases of NMS have 
been attributed to CLOZARIL alone. However, thers have been several reported cases of NMS In 
patients treated concomitantly with Ithlum or other CNS-acttve agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, Involuntary, dyskinetic movements may develop 
in patients treated with antipsychotic drugs. AHhoagh the prevalence of the syndromes appears to be 
highest among the eldarly, especially eldarty women, ft is Impossible to rely upon prevalence 
eetimates to predict, at the Inception of treatment, which patients are likely to develop the syndrome. 

There are several reasons for predicting that CLOZARIL may be different from other antipsychotic 
drugs In its potentia) for Inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of cartaln acute 
extrapyramidal symptoms, a.g., dystonia. In addition, there hava baan no confirmed cases of tardive 
dyskinesia developing In association with CLOZARIL use. Nevertheless, It cannot yet be concluded, 
without more extended experiance, that CLOZARIL Is incapable of Inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and selzure, both of which present a continuing 
risk over time, the extended treatment of patlents falling to show an acceptable level of clinical 
response should ordinarfty be avoided. In addition. the need for continuing treatment In patients 
exhibiting beneficlal clinical responses should be partodically re-evaluated. During CLOZARIL 
therapy, patients may experience transient temperature elevations above 100.4°F (38°C), with the 
paak Incidence within the first thres weeks of treatment While this fever I$ generally benign and sett- 
limiting, R may necesaltate discontinuing patients fom treatment On occasion, thera may be an 
associated increase or decrease in WBC count Patients with fever should be carefully evaluated to 
rule out the possibility of an undertying infectious process or the devalopment of agranulocytosis. in 
the presence of high fever, the possibility of neurosaptic malignant syndrome (NMS) must be 
conskdered. CLOZARIL has very potent antichallnergic effects, and great care should be exercised In 
using this drug In the presence of prostatic enlargement or narrow angle glaucoma. Because of 
Initial sedation, CLOZARIL may Impalr mental and/or physical abilities, especialty during the first tew 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical! experience with CLOZARIL In 
patients with concomitant systemic diseases fs limited. Nevertholess, caution is advisabie in using 
GLOZARIL In patients with hepatic, renal or cardiac disease. 


information for Patients 


Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They should be Informed that weakly blood tests ars required to monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made avaiable only through a 
special program designad to ensure the required blood monitoring. Patients should be acyised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane uiceration or other possible signs of infection. Particular attention should be pald to any 
flutike compiainte or other symptoms that might suggest infection. Patients should be Informed of 
the significant risk of seizure during CLOZARIL treatment, and they should bs advised to avold 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension, especially during the pertod of initial dose titration. 
Patients should notify thelr physictan if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Patients should notify thelr physician If they become pregnant or Intend to 
become pregnant during therapy. Patients should not breast feed an Infant if they are taking 
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Drug interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated, The mechanism of CLOZARIL-induced agranulocytosis is unknown: nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function, Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-astive drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypotensive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs, The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlied studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug shouki be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope: and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

it is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more than once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, seizure, ard sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
in the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day. | 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 


Discontinuation of Treatment 

in the event of planned termination of CLOZARIL therapy, gradual reduction in dose S 
recommended over a1 to 2 week period. However, should a patient's medical condition require 
abrupt discontinuation (e.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Ciozaril Patient Management System, a program that 
combines white blood ceil testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL cali 1-800-237-CPMS (2767} or mail in a completed CPMS Enroliment 
Form. 
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Corporation, E. Hanover, NJ 07936 (201) 503-7500 
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AMERICAN JOURNAL OF PSYCHIATRY, 
PSYCHIATRIC NEWS, and all member- 
wide APA mailings. 


SUBSCRIBERS: Please notify each 
publication separately. 


FORMER ADDRESS: 


PASTE LABEL HERE 





NEW ADDRESS and/or NAME: 


NAME 
DEPARTMENT 
ORGANIZATION 





STREET 





CITY STATE ZIP 
PHONE # 


APA MEMBERS MAIL TO: 


Office of Membership Services 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 

Washington, D.C. 20005 


SUBSCRIBERS MAIL TO: 


APA Circulation Department. 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 

Washington, D.C. 20005 













WHERE MOTOR 


ACTIVITY 


IS THE PARAMETER 


MINIATURE, PROGRAMMABLE 











AC TIGRAPH 


RECORDS MOTOR EVENT FREQUENCY 


E Sleep 
Mi Ergonomics Mi Mood Levels 


Motor activity as a parameter in 
physiology and behavioral sciences 
has awaited the availability of an inte- 
grated monitoring system with precise 
calibrated, repeatable sensing, data 
management, analysis and presenta- 
tion capabilities. Such a system is also 
useful in animal studies where motion 


and motor activity can be informative. 


The Ambulatory Monitoring 
Actigraph, with advanced micro- 


W Circadian Rhythm W Hyperactivity 


W Any motor-activity related study 


processor technology, detects, counts 
and stores motor activity in all direc- 
tions over a period of hours, days, even 
weeks. The small, unobtrusive sensor 
worn on wrist or ankle, incorporates a 
piezoelectric sensor, 44K memory, real 
time quariz clock and lithium battery 
in a lightweight, anodized aluminum, 
water-resistant case. Data recovery is 
through a PC-type computer with 
graphic display capability. 


For complete details and ordering information, contact: 


MI AMBULATORY MONITORING, INC. 


731 Saw Mill River Road, Ardsley, NY 10502 
(914) 693-9240 * Outside NY State: 1-800-341-0066 toll-free 
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*Data on file. The Upjohn Company 





In a clinical trial, XANAX was effective in reducing 
anxiety symptoms associated with moderate to severe 


depression* 
The usual starting dosage of XANAX is 0.25 to 


Patients taking XANAX should be alerted to 
0.5 meg tid. 


possible additive CNS depressant effects when it is 
administered with other medications that produce 


CNS depression. 





With depression.. 
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alprazolam e 
For anxiety associated with 
depression 


Please see adjacent page for brief summary of prescribing information. 
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The Upj ompany 
Kalamazoo, Michigan 49001. USA 
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XANAX” Tablets 
(alprazolam, € ) 


INDICATIONS AND USAGE 

Anxiety disorders. short-term relief of the symptoms of anxiety. and anxiety 

associated with depression. Anxiety or tension associated with the stress of 

everyday life usually does not require an anxiolytic. Effectiveness for more 

than four months has not been established: periodically reassess the use- 

fulness of the drug for the individual patient 

CONTRAINDICATIONS 

Sensitivity to XANAX or other benzodiazepines. and in acute narrow angle 

glaucoma. 

WARNINGS 

XANAX is not of value in treating psychosis and should not be used in lieu 

of appropriate treatment. Patients receiving XANAX should be cautioned 

about hazardous occupations or activities requiring full alertness and also 

about simultaneous ingestion of alcohol or other CNS depressants 
Benzodiazepines can cause fetal harm in pregnant women. hence women 

who may become pregnant should be warned. Avoid during the first tri- 

mester Withdrawal seizures have been reported upon rapid dose reduction 

or abrupt discontinuation, thus reduce dose gradually. (See Drug Abuse and 

Dependence and Dosage and Administration.) 

PRECAUTIONS 


General: |f XANAX is combined with other psychotropics or anticonvulsants, 


consider drug potentiation.(See Drug Interactions.) Use the usual precautions 
in patients with renal or hepatic impairment and regarding prescription size 
in depressed and suicidal patients. In elderly and debilitated patients. use 
the lowest possible dose. (See Dosage and Administration.) Hypomania 
and mania has been reported in depressed patients 

Information for Patients: Alert patients about:(a) consumption of alcchol 
and drugs.(b) possible fetal abnormalities.(c) operating machinery or driving. 
id) not increasing dose of the drug due to risk of dependence. (e) not 
stopping the drug abruptly. Laboratory Tests: Not ordinarily required in other- 
wise healthy patients. Drug Interactions: Additive CNS depressant effects with 
other psychotropics, anticonvulsants. antihistamines, ethanol and other CNS 
depressants. Plasma levels of imipramine and desipramine are increased 
Pharmacokinetic interactions with other drugs have been reported. Cimetidine 
can delay clearance of benzodiazepines. Drug/Laboratory Test Interactions: No 
consistent pattem for a drug or test. Carcinogenesis, Mutagenesis, Impairment of 
Fertility: No carcinogenic potential or impairment of fertility in rats. Pregnancy: 
See Warnings. Nonteratogenic Effects: The child born of a mother on benzo- 
diazepines may be at some risk for withdrawal symptoms. neonatal flaccidity 
and respiratory problems. Labor and Delivery: No established use. Nursing 
Mothers: Benzodiazepines are excreted in human milk. Women on XANAX 
should not nurse. Pediatric Use: Safety and effectiveness in children below 
the age of 18 have not been established. 

ADVERSE REACTIONS 

Side effects are generally observed at the beginning of therapy and usually 
disappear with continued medication. In the usual patient. the most frequent 
side effects are likely to be an extension of the pharmacologic activity of 
XANAX. e.g.. drowsiness or lightheadedness. 

Central nervous system: Drowsiness, lightheadedness, depression, headache, 
confusion. insomnia, nervousness. syncope. dizziness. akathisia. and tired- 
ness/sleepiness. Gastrointestinal: Dry mouth, constipation, diarrhea, nausea/ 
vomiting. and increased salivation. Cardiovascular. Tachycardia/palp tations, 
and hypotension. Sensory: Blurred vision. Musculoskeletal: Rigidity and tremor. 
Cutaneous: Dermatitis/allergy. Other side effects: Nasal congestion, weight gein, 
and weight loss. 

Withdrawal seizures with rapid decrease or abrupt discontinuation. (See 
Warnings.) 

The following adverse events have been reported with benzodiazepines: 
dystonia. irritability, concentration difficulties. anorexia. transient amnesia or 
memory impairment. loss of coordination. fatigue. seizures, sedation. slurred 
pero! jaundice, musculoskeletal weakness. pruritus. diplopia, dysarthria. 

c 


anges in libido. menstrual irregularities. incontinence. and urinary reter tion. 


Paradoxical reactions such as stimulation. agitation, rage. increased muscle 
spasticity. sleep disturbances, and hallucinations may occur. Should these 
occur. discontinue the drug. 

During prolonged treatment, periodic blood counts. urinalysis. and blood 
chemistry analysis are advisable. Minor EEG changes. of unknown signifi- 
cance, have been observed. 

Liver enzyme elevations. gynecomastia and galactorrhea have been re- 
ported but no causal relationship was established 
DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: Withdrawal symptoms including seizures 
have occurred following abrupt discontinuance or rapid dose reduction of 
benzodiazepines.(See wars) Dosage should be gradually tapered under 
close supervision. Patients with a history of seizures or epilepsy should not 
be abruptly withdrawn from XANAX. Addiction-prone individuals should be 
under careful surveillance. Controlled Substance Class: XANAX is a controlled 
substance and has been assigned to schedule IV. 

OVERDOSAGE 

Manifestations include somnolence. confusion, impaired coordination, 
diminished reflexes and coma. No delayed reactions have been reported. 
DOSAGE AND ADMINISTRATION 

Dosage should be individualized. 

The usual starting dose is 0.25 to 0.5 mg, ti.d. Maximum total daily dose is 4 
mg. In the elderly or debilitated. the usual starting dose is 0.25 mg. two or 
three times daily. Reduce dosage gradually when terminating therapy. by 
no more than 0.5 mg every three days. 

HOW SUPPLIED 
XANAX Tablets are available as 0.25 mg. 0.5 mg. and | mg tablets 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT 


PRESCRIPTION. B-8-S 
Upjohn THE UPJOHN COMPANY J-2252 
Kalamazoo. Michigan 49001. USA November, 1989 


Printed in USA 





Preserve your copies of 
The American Journal 


of Psychiatry 


Co for the Journal, these slip- 
cases turn back issues into a permanent 
reference source. Bound in attractive green 
leatherette, and embossed with gold lettering, 
each slipcase holds one year (12 issues) of 

The American Journal 
of Psychiatry. And 
each comes with gold 
transfers, allowing you 
to personalize your 
volume further. These 
durable, space-saving 
cases make affordable 
gifts as well. 














$7.95 each, three for 
$21.95, six for $39.95. 
Add $1.00 per unit 
for postage and 
handling. 

(Outside U.S. add 
$2.50 per unit. U.S. 
currency only.) 

PA residents add 
6% sales tax. 


Mail to: The American Journal of Psychiatry 
Jesse Jones Industries 
Dept. AJP 
499 East Erie Avenue 
Philadelphia, PA 19134 
Please send me slipcases. 
L] Enclosed is my check or money order for $ 


C] Charge my American Express 
Visa 
______ MasterCard 

Diners Club 
($15 minimum charge order) 
Card # Exp. Date 
Interbank # 
Signature 


TOLL FREE CHARGE ORDERS: 1-800-972-5858 


Name 
(pleese print) 
Address 
(no PO. boxes please) 
City/State/Zip 


Satisfaction guaranteed. 
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HALDOL Decanoate 


(HALOPERIDOL) INJECTION 


100 mg/mL formulation is twice the concentration 
of the original 50 mg/mL decanoate formulation 


E For many patients, fewer injections 
per dose may reduce anxiety and 
enhance patient compliance 


@ Multi-dose vial packaging means 
convenience for you and your staff 


Piease see brief summary of Prescribing Information 
on next page. 


During dose adjustment or episodes of exacerbation 
of psychotic symptoms, therapy with 
HALDOL Decanoate 100 or HALDOL Decanoate 50 
Can be supplemented with short-acting forms of 
HALDOL® (haloperidol). The side effects of the 
decanoate products are those of HALDOL. The 
prolonged action of HALDOL Decanoate 100 and 
HALDOL Decanoate 50 should be considered in the 
management of side effects 


EUTICAL 


SPRING HOUSE, PA 194770776 


(HALOPERIDOL) INJECTION = 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 


© MCNEILAB, INC., 1989 





HALDOL Decanoate 100 =: 
(HALOPERIDOL) INJECTION = 100mg/mL. 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 






For IM Injection Only 


The following is a brief summa 


only. Before p 
information In HALDOL and 


see complete preacribing 
Decanoate product cot labets 


Contraindications: Since the Ic and cinica! actions of HALDOL Decanoate 50 and 
HALDOL Decancate 100 are attributed to haloperidol as the active medication, Contraln- 
eee ene nee ORON ieee Denes modified to refiect the 
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Warnings: Tardive Dyskinesia: Tardive dyskinesia, a Toatoa win oe prelimi Ajab 


the syndrome appears to be highest among especial! 
ance estimates to grong na at dry especialy ot 


ee ee ee 
administered to the increase. However the syndrome can develop, although much less 
commonly, after relative y brief treatment periods at ow doses. There is no known treatment for 
established cases of tar eee ee ea ese ddan Sl ramil ated ent 
H antipsychotic treatmert is Antipsychotic treatment, itself, however, may suporess 
partly suppress) tho ign ana symptome oe syndrome ad ter possibly mask 
undartying process, The effect that symptomatic suppression has upon the course of 
the syndrome is unknown. Given these considerations, anti drugs be prescribed 
In a manner that is most likely to minkrize the occurrence of tardive Chronic 
antipsychotic treatment should be reserved for ts who suffer from a chronic lineas 
ee eee ee drugs, and 2) for whom alternative, equally effective, 
but less harmfui treatments are not avallable or ate. In patients who do require 
chronic treatment, the smallest dose and the shortest durati treatment ucing a satisfao- 
a e ae mena ste The need for continued treatment id be reassessed 
kaliy if signs anc symptoms of tardive dyskinesia appear in a patient on antipsychotics, 
drug discontinuation should be considered. However some treatment 


A potentially fatal symptom compiex sometimes 
Se 
oases palit Inical manif of N musce rigidity akered 
mental status (1 dng catatonic signs) anei evidenco of onomic Instability (ireguiar pulse or 
retina (agama rorya aa ace a are 
nase, acute re. 
She iat: A cl ations win dan A rE a comeaued winrar nosis, t ts 
important to identify cases where the clinical presentation includes both serious 
eg. Pomona a e et ler E Or rE e an 
T ey tea important considerations in the differential dlagnosis include 
central heat stroke, fer 


ic toxicity, 
pathology. The of NMS should 


specific treatments are available. There is no about $ 

traatmart for Se a paon uires antipsychotic drug treatment after 
from NMS, the potential reintroduction of drug should be care 
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Hyperpyrexta and heat stroke, not associated with the above symptom complex. have also been 


desea ly dele 
in Pr: spe ect aie ad Pregnancy) Combined Use With Lithium: 
—D-ug Inte 

iy es Bronchonneumonia. sometimes fatal, has fodiowed use of antipsychotic drugs, inciud- 
Ce ee ae eee hemoconcentration or 
reduced pulmonary veritation in the elderly Oecreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chem -retated drugs, although not 
with haloperidol See IONS -information for Patents for ation on mentai and/or 

physica ablitas and on concomitant use with other substances. 


Precautions: Administer cautiously to ts: (1) with severe cardiovascular disorders, due to the 
of transient hypotansion pranon ofengnai pa eves peso seme 
block its vasiopressor activity and paradoxical 

or 


intraccuver Helene yet when antichoin Including ies oui De KEON ison drugs, are 
seinen coacoriianty WAR icine drugs, sed for mania in bipolar disorders, 

Toni to depression: Savaro nautica may Occur In patients wih 
medication, including HALDOL. 


dig oa ean 


rh ae ide 
Information for 


HALDOL tablets comain FD&C Yelow No. 5 {tartrazine} which 
re 


Lop eee Re eR ney EN E eer rer me 
should be avoided due to possibis additive effects and hypotension. 


an Pasa e rment of Fertility: No mutagenic potential of haloper+- 
nele microsomal activation assay. 
ga seers cy studies jos using ra haloperkto! were conducted in Wistar rats dosed at up to 5 
mg/kg daly for 2 month and P Albino S wisa ice Posed et upto 3 mg/kg day fof in 
the rat study survival was less than optimal in al dose groups, the number of rats at risk 
for ing tumors. However, although a greater number of rats survived to the and of 
the study dose male and female groups, these animals did not have a greater incidence of 
tumors tnan contol animats. Therefore, although not optimal, this study does suggest the absence 
of a hale related Increase in the incidence of neoplasia In rats at doses up to 20 times the 
human dose for chronic or resistant patients. in female mice at 5 and 20 times the 
dady dose for chronic or resistant patients, there was a statistically significant 
gland n and total tumor Incidence; at 20 times the same dally dose 
hee t increase in pituitary gland neoplasia. In male mice, no 
Statistically significant di shies in iueierices O IARE ATIOTA OF space TATO were noted. 
elevate prolactin levels: the elevation persists during ch 
Tissue culture experiments indicate that 
ir dependent fn viro, a factor of 


between chronic admin drugs ard mary tumorigenesi the available 
mam g: a 

ee ee a Cay rp ash 

Usage egrancy use | or In women. to 
become prognart hasnt beer establish: use oriy If bereft cary ts pte to 

Nursing Mothers: infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness cf intramuscular 
administration in chidren have not been conducted. ' 
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requ ent 

somike sym 8 which when first observed were usually mild to moderately severs and 

reversib'e. types of neuromuscular reactions (motor restlessness, ia, akathisie, 
, opisthotones, oculogyric crises} have been reported far leas frequently but were 

an more severe. Severs extrapyramidal reactons have been reported st r doses. 


ec act hc Ma ie shelled da lary Aner ap re nL ch 


disappear or become less severe when the doseis reduced. drugs be required. 
stent ex amidal reactions have been reported and the drug may have to be discontinued 
In such cases. kal Signs~-Abrupt discontinuation of short-term 


hdrawal Emergent Neur 

neventi gorme on maintenance treatment 
abrupt withdrawal In certain cases these are indistin- 
gradual withdrawal 


gradually withdrawn. Tarcive skinesia—As with all riba pales agents HALDOL has bean 
associated . Tardive ; consisting of potentially 
rreversibie, g movements, naama paierts on ONON therapy 
or may occur after d Alerts ae ate a A abet bd 
patients on high-dose 88 amales. The symptoms are persistent and in some 
patients freversible. The syndrome is by movements of 
tongue, face, mouth or g. protrusion of tongue, ng of of mouth, 

these ma accompanied by tary movements of 
extramites and the trunk, There is no known treatment for tardive 


hole: Neuroleptic mal ra crore (N MS), hyperpyrexia and heat stroke have 
been reported with HALDOL. (See sea tor further information NMS.) Cardio- 
vascular Effects; ance py pete and ECG changes. Hematologic 
Effects: Reports of mid, usually transient epoch solitude Ace halplbe i bry lala 
bood call counts, anemia, or a tendency toward 8; agranulocytosis rarely 
reported and only In association with other medication. Affects: impaired liver function andjor 
jaundice. Dermatologic Reactions: Maculopapumar and acneiform reactions, ikolated cases of 
photosensitivity, loss of hak Endocrine Disorders: seca i breast ament, mastaigia, 
Hands obo ogu gs Arce 


Body as a 


Reactions: Dry mouth. blurred Vision, urinary 


what rote, If HALDOL in the outcome of the reported cases. The possibilty 
thal HALDOL cau A test Connor course, be exctuded, but itis to be kept In mind that sudden 
pre occur In psychotic patients when they go untreated or when they are 

pened ied with other antipsychotic druge 


IMPORTANT: Full directions iof as use should be read before HALDOL or HALDOL Decanostes 
oa ec eect bed. 
r information on symptoms and treatment of overdosage, see full prescribing 
information. 
The short-acting HALDOL injectable form is intended onty for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 
McNeil Pharmaceutical, McNEILAB, INC.” Spring House, PA 19477 


Powerful medicine 
to stop intrusive thoughts and acts 


STOP AM | LOSING MY ME ` MIND? ITS SO HARD TO HIDE IT. 1 JUS 
PAE JOP. AM | LOSING MY MIND? IT'S SO HA 
| LOSING MY MND EA JZ 1 JUST CAN'T ANYMORE. | CAN'T STOP 
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Anafranil 


Clomjoramine HCI 


Powerful tricyclic therapy for 
obsessive-compulsive disorder 





A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior’ 


A Dual mode of action creates a unique treatment role 
Anafranil is believed to block the reuptake of serotonin and norepinephrine.” 


A Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced in 58% of patients.’ 


The most common adverse events are dry mouth, somnolence, tremor dizziness, 
constipation, and ejaculatory failure. Anafranil may lower the seizure threshold. See 
Warnings and full Prescribing Information on page 4. 


CIBA—GEIGY 


References: 1. DeVeaugh-Geiss J, Landau P Katz R. Treatment of obsessive-compulsive disorder with clomipramine. Psychiatr 
Ann. 1989; 19:97-101. 2. Insel TR, Murphy DL, Cohen RM et al. Obsessive-compulsive disorder: A double-blind trial of clomipramine 
and clorgyline. Arch Gen Psychiatry. 1983;40:605-611. 3. Zohar J, Insel TR, Zohar-Kadouch RC et al. Serotonergic responsivity in 
obsessive-compulsive disorder Arch Gen Psychiatry. 1988,45: 167-171. 4. Data on file, CIBA-GEIGY Corporation. 


Anafranil” 

clomipramine hydrochloride 

Capsules 

Prescribing Information 

DESCRIPTION 

Anafranil, clomipramine hydrochloride, is an antiobsessional drug that belongs to 
the class (dibenzazepine) of pharmacologic agents known as tncyclic antidepres- 
sants. Anafranil is available as capsules of 25, 50, and 75 mg for oral administration. 


Clomipramine hydrochloride is 3-chloro-5-[3-(dimethylamino)propyl|- 10, 11-dihy- 
dro-5H-dibenz]|b,f]azepine monohydrochioride, and its structural formula is: 


22, 


CH,CH,CH.—N «HCI 
3 è ? SCH 


Clomipramine hydrochloride is a white to off-white crystalline powder. It is 
freely soluble in water, in methanol, and in methylene chloride, and insoluble in 
ethyl ether and in hexane. Its molecular weight is 351.3. 

Inactive Ingredients. D&C Red No. 33 (25-mg capsules only), D&C Yellow No. 
10, FD&C Blue No. 1 (50-mg capsules only), FD&C Yellow No. 6, gelatin, 
magnesium stearate, methylparaben, propylparaben, silicon dioxide, sodium 
lauryl sulfate, starch, and titanium dioxide. 


CLINICAL PHARMACOLOGY 

mics 
Clomipramine (CMI) is presumed to influence obsessive and compulsive 
behaviors through its effects on serotonergic neuronal transmission. The actual 
neurochemical mechanism is unknown, but CMI's relatively selective capacity to 
inhibit the reuptake of serotonin (5-HT) as compared to norepinephrine (NE) may 
be important. 
Pharmacokinetics 
Absorption/Bioavailability: CMI from Anafranil capsules is as bioavailable as 
CMI from a solution. The bioavailability of CMI from capsules is not significantly 
affected by food. 

In a dose proportionality study involving multiple CMI doses, steady-state 
plasma concentrations (C,.) and area-under-plasma-concentration-time Curves 
(AUC) of CMI and CMI's major active metabolite, desmethylclomipramine (DMI), 
were not proportional to dose over the ranges evaluated, |.e., between 
25-100 mg/day and between 25-150 mg/day, although C., and AUC are 
approximately linearly related to dose between 100-150 mg/day. The relationship 
between dose and CMI/DMI concentrations at higher daily doses has not been 
systematically assessed, but if there is significant dose dependency at doses 
above 150 mg/day, there is the potential for dramatically higher C.. and AUC 
even for patients dosed within the recommended range. This may pose a 
potential risk to some patients (see WARNINGS and PRECAUTIONS, Drug 
Interactions). 

After a single 50-mg oral dose, maximum plasma concentrations of CMI occur 
within 2-6 hours (mean, 4.7 hr) and range from 56 ng/ml to 154 ng/ml (mean, 

92 ng/ml). After multiple daily doses of 150 mg of Anafranil, steady-state 
maximum plasma concentrations range from 94 ng/ml to 339 ng/ml (mean, 

218 ng/ml) for CMI and from 134 ng/ml to 532 ng/ml (mean, 274 ng/ml) for DMI. 
No pharmacokinetic information is available for doses ranging from 150 mg/day 
to 250 mg/day, the maximum recommended daily dose. 

Distribution: CMI distributes into cerebrospinal fluid (CSF) and brain and into 
breast milk. DMI also distributes into CSF, with a mean CSF/plasma ratio of 2.6. 
The protein binding of CMI is approximately 97%, principally to albumin, and is 
independent of CMI concentration. The interaction between CMI and other highly 
protein-bound drugs has not been fully evaluated, but may be important (see 
PRECAUTIONS, Drug Interactions). 

Metabolism: CMI is extensively biotransformed to DMI and other metabolites 
and their glucuronide conjugates. DMI is pharmacologically active, but its effects 
on OCD behaviors are unknown. These metabolites are excreted in urine and 
feces, following biliary elimination. After a 25-mg radiolabeled dose of CMI in two 
subjects, 60% and 51%, respectively, of the dose were recovered in the urine and 
32% and 24%, respectively, in feces. In the same study, the combined urinary 
recoveries of CMI and DMI were only about 0.8-1.3% of the dose administered. 
CMI does not induce drug-metabolizing enzymes, as measured by antipyrine 
half-life. 

Elimination: Evidence that the C,, and AUC for CMI and DMI may increase 
disproportionately with increasing oral doses suggests that the metabolism of 
CMI and DMI may be capacity limited. This fact must be considered in assessing 
the estimates of the pharmacokinetic parameters presented below, as these were 
obtained in individuals exposed to doses of 150 mg. If the pharmacokinetics of 
CMI and DMI are nonlinear at doses above 150 mg, their elimination half-lives 
may be considerably lengthened at doses near the upper end of the recom- 
mended dosing range (i.e., 200 mg/day to 250 mg/day). Consequently, CMI and 
DMI may accumulate, and this accumulation may increase the incidence of any 
dose- or plasma-concentration-dependent adverse reactions, in particular 
seizures (see WARNINGS) 

After a 150-mg dose, the half-life of CMI ranges from 19 hours to 37 hours 
(mean, 32 hr) and that of DMI ranges from 54 hours to 77 hours (mean, 69 hr). 
Steady-state levels after multiple dosing are typically reached within 7-14 days for 
CMI. Plasma concentrations of the metabolite exceed the parent drug on multiple 
dosing. After multiple dosing with 150 mg/day, the accumulation factor for CMI is 
approximately 2.5 and for DMI is 4.6. Importantly, it may take two weeks or longer 
to achieve this extent of accumulation at constant dosing because of the relatively 
long elimination half-lives of CMI and DMI (see DOSAGE AND ADMINISTRA- 
TION). The effects of hepatic and renal impairment on the disposition of Anafranil 
have not been determined. 

Pharmacokinetic Interactions: Coadministration of haloperidol with CMI 
increases plasma concentrations of CMI. Coadministration of CMI with 
phenobarbital increases plasma concentrations of phenobarbital (see 
PRECAUTIONS, Drug Interactions). Younger subjects (18-40 years of age) 
tolerated CMI better and had significantly lower steady-state plasma concentra- 
tions, compared with subjects over 65 years of age. Children under 15 years of 
age had significantly lower plasma concentration/dose ratios, compared with 
adults. Plasma concentrations of CMI were significantly higher in smokers than in 
nonsmokers. 


INDICATIONS AND USAGE 

Anafranil is indicated for the treatment of obsessions and compulsions in patients 
with Obsessive-Compulsive Disorder (OCD). The obsessions or compulsions 
must cause marked distress, be time-consuming, or significantly interfere with 
social or occupational functioning, in order to meet the DSM-III-R (circa 1989) 
diagnosis of OCD. 

Obsessions are recurrent, persistent ideas, thoughts, images, or impulses that 
are ego-dystonic. Compulsions are repetitive, purposeful, and intentional 
behaviors performed in response to an obsession or in a stereotyped fashion, 
and are recognized by the person as excessive or unreasonable. 

The effectiveness of Anafranil for the treatment of OCD was demonstrated in 
multicenter, placebo-controlled, parallel-group studies, including two 10-week 
studies in adults and one 8-week study in children and adolescents 10-17 years of 
age. Patients in all studies had moderate-to-severe OCD (DSM-III), with mean 
baseline ratings on the Yale-Brown Obsessive Compulsive Scale (YBOCS) ranging 
from 26 to 28 and a mean baseline rating of 10 on the NIMH Clinical Global 
Obsessive Compulsive Scale (NIMH-OC). Patients taking CMI expenenced a 
mean reduction of approximately 10 on the YBOCS, representing an average 
improvement on this scale of 35% to 42% among adults and 37% among 
children and adolescents. CMI treated patients experienced a 3.5 unit decrement 
on the NIMH-OC. Patients on placebo showed no important clinical response on 
either scale. The maximum dose was 250 mg/day for most adults and 3 mg/kg/ 
day (up to 200 mg) for all children and adolescents. 

The effectiveness of Anafranil for long-term use (i.e., for more than 10 weeks) 
has not been systematically evaluated in placebo-controlled trials. The physician 
who elects to use Anafranil for extended periods should periodically reevaluate 


the long-term usefulness of the drug for the individual patient (see DOSAGE AND 
ANMINICTRATION\ 


CONTRAINDICATIONS 
Anéefranil is contraindicated in patients with a history of hypersensitivity to 
Anefranil or other tricyclic antidepressants 

Anafranil should not be given in combination, or within 14 days of treatment, 
with a monoamine oxidase (MAO) inhibitor. Hyperpyretic crisis, seizures, coma, 
and death have been reported in patients receiving such combinations. 

Anafranil is contraindicated during the acute recovery period after a myocardial 
infarction. 


WARNINGS 
Seizures 


During premarket evaluation, seizure was identified as the most significant risk of 
Anafranil use. 

The observed cumulative incidence of seizures among patients exposed to 
Anafranil at doses up to 300 mg/day was 0.64% at 90 days, 1.12% at 180 days, 
and 1.45% at 365 days. The cumulative rates cited correct the crude rate (i.e., 
0.7%, 25/3519) for the variable duration of exposure times among the patients 
who participated in the development program. 

Although dose appears to be a predictor of seizure, there is a confounding of 
dose and duration of exposure, making it difficult to assess independently the 
effect of either factor alone. The ability to predict the occurrence of seizures in 
subsects exposed to doses of CMI greater than 250 mg is limited, given that the 
plasma concentration of CMI may be dose-dependent and may vary among 
subvects given the same dose. Nevertheless, prescribers are advised to limit the 
daily dose to a maximum of 250 mg in adults and 3 mg/kg (or 200 mg) in children 
and adolescents (see DOSAGE AND ADMINISTRATION). 

Rare reports of fatalities in association with seizures have been recorded by 
foreign post-marketing surveillance systems over the 20 years of Anafranil’s 
nondomestic marketing. In some of these cases, Anafranil had been administered 
with other epileptogenic agents; in others, the patients involved had possibly 
predisposing medical conditions. 

Caution should be used in administering Anafranil to patients with a history of 
seizures or other predisposing factors, e.g., brain damage of varying etiology, 
alccholism, and concomitant use with other drugs that lower the seizure threshold. 

Physicians should discuss with patients the risk of taking Anafranil while 
engaging in activities in which sudden loss of consciousness could result in 
serious injury to the patient or others, e.g., the operation of complex machinery, 
driving, swimming, climbing. 


PRECAUTIONS 

General 

Suicide: Since depression is a commonly associated feature of OCD, the risk of 
suicide must be considered. Prescriptions for Anafranil should be written for the 
smallest quantity of capsules consistent with good patient management, in order 
to reduce the risk of overdose. 

Cardiovascular Effects: Modest orthostatic decreases in blood pressure and 
modest tachycardia were each seen in approximately 20% of patients taking 
Anatranil in clinical trials; but patients were frequently asymptomatic. Among 
approximately 1400 patients treated with CMI in the premarketing experience 
whc had ECGs, 1.5% developed abnormalities during treatment, compared with 
3.1% of patients receiving active control drugs and 0.7% of patients receiving 
placebo. The most common ECG changes were PVCs, ST-T wave changes, and 
intraventricular conduction abnormalities. These changes were rarely associated 
with significant clinical symptoms. Nevertheless, Caution is necessary in treating 
patients with known cardiovascular disease, and gradual dose titration is 
recommended. 

Psychosis, Confusion, And Other Neuropsychiatric Phenomena: Patients 
treated with Anafranil have been reported to show a variety of neuropsychiatric 
sigrs and symptoms including delusions, hallucinations, psychotic episodes, 
confusion, and paranoia. Because of the uncontrolled nature of many of the 
studies, it is impossible to provide a precise estimate of the extent of risk imposed 
by treatment with Anafranil. As with tricyclic antidepressants to which it is closely 
related, Anatranil may precipitate an acute psychotic episode in patients with 
unrecognized schizophrenia. 

Mania/Hypomania: During premarketing testing of Anafranil in patients with 
affective disorder, hypomania or mania was precipitated in several patients. 
Activation of mania or hypomania has also been reported in a small proportion of 
patiants with affective disorder treated with marketed tricyclic antidepressants, 
which are closely related to Anafranil. 

Hepatic Changes: During premarketing testing, Anafranil was occasionally 
associated with elevations in SGOT and SGPT (pooled incidence of approximately 
1% and 3%, respectively) of potential clinical importance (i.e., values greater than 
3 times the upper limit of normal). In the vast majority of instances these enzyme 
increases were not associated with other clinical findings suggestive of hepatic 
injury; moreover, none were jaundiced. Rare reports of more severe liver injury, 
some fatal, have been recorded in foreign post-marketing experience. Caution is 
indicated in treating patients with known liver disease, and periodic monitoring of 
hepatic enzyme levels is recommended in such patients. 

Hematologic Changes: Although no instances of severe hematologic toxicity 
were seen in the premarketing experience with Anafranil, there have been 
post-marketing reports of leukopenia, agranulocytosis, thrombocytopenia, 
anemia, and pancytopenia in association with Anafranil use. As is the case with 
tricyclic antidepressants to which Anafranil is closely related, leukocyte and 
differential biood counts should be obtained in patients who develop fever and 
sore throat during treatment with Anafranil 

Central Nervous System: More than 30 cases of hyperthermia have been 
recorded by nondomestic post-marketing surveillance systems. Most cases 
occurred when Anafranil was used in combination with other drugs when 
Anatranil and a neuroleptic were used concomitantly, the cases were sometimes 
considered to be examples of a neuroleptic malignant syndrome. 

Sexual Dysfunction: The rate of sexual dysfunction in male patients with OCD 
whc were treated with Anafranil in the premarketing experience was markedly 
increased compared with placebo controls (i.e., 42% experienced ejaculatory 
failure and 20% experienced impotence, compared with 2.0% and 2.6%, 
respectively, in the placebo group). Approximately 85% of males with sexual 
dystunction chose to continue treatment. 

Weight Changes: In controlled studies of OCD, weight gain was reported in 
18% of patients receiving Anafranil, compared with 1% of patients recerving 
placebo. In these studies, 28% of patients receiving Anafranil had a weight gain 
of at least 7% of their initial body weight, compared with 4% of patients receiving 
placebo. Several patients had weight gains in excess of 25% of their initial body 
weight. Conversely, 5% of patients receiving Anafranil and 1% receiving placebo 
had weight losses of at least 7% of their initial body weight. 

Electroconvulsive Therapy: As with closely related tricyclic antidepressants, 
concurrent administration of Anafranil with electroconvulsive therapy may 
increase the risks; such treatment should be limited to those patients for whom it 
is essential, since there is limited clinical experience. 

Surgery: Prior to elective surgery with general anesthetics, therapy with 
Anafranil should be discontinued for as long as is Clinically feasible, and the 
anesthetist should be advised. 

Use in Concomitant Iliness: As with closely related tricyclic antidepressants, 
Anafranil should be used with caution in the following: 

1. Hyperthyroid patients or patients receiving thyroid medication, because of the 
possibility of cardiac toxicity. 

2. Patients with increased intraocular pressure, a history of narrow-angle 
glaucoma, or urinary retention, because of the anticholinergic properties of the 
drug. 

3. Patients with tumors of the adrenal medulla (e.g., pheochromocytoma, 
neuroblastoma) in whom the drug may provoke hypertensive crises. 

4. Patients with significantly impaired renal function. 

Withdrawal Symptoms: A variety of withcrawal symptoms have been reported 
in association with abrupt discontinuation of Anafranil, including dizziness, 
nausea, vomiting, headache, malaise, sleep disturbance, hyperthermia, and 
irritability. In addition, such patients may experience a worsening of psychiatric 
status. While the withdrawal effects of Anafranil have not been systematically 
eva uated in controlled trials, they are well known with closely related tricyclic 
antidepressants, and it is recommended that the dosage be tapered gradually 
and the patient monitored carefully during discontinuation (see DRUG ABUSE 
AND DEPENDENCE). 


Information for Patients 
Physicians are advised to discuss the following issues with patients for whom 
thev nrecerihe Anafranil: 


1, The nsk of seizure (see WARNINGS). 

2. The relatively high incidence of sexual dysfunction among males (see 
PRECAUTIONS, Sexual Dysfunction). 

3. Since Anafranil may impair the mental and/or physical abilities required for 
performance of complex tasks, and since Anafranil is associated with a risk of 
seizures, patients should be cautioned about the performance of complex a 
hazardous tasks (see WARNINGS). 

4. Patents should be cautioned about using alcohol, barbiturates, or other Ch 
depressants concurrently, since Anafranil may exaggerate their response tex 
these drugs. 

5. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy. 

6. Patients should notify their physician if they are breast-feeding. 

Drug Interactions 

The risks of using Anafranil in combination with other drugs have not been 
systematically evaluated. Given the primary CNS effects of Anafranil, caution i: 
advised in using it concomitantly with other CNS-active drugs (see PRECAU- 
TIONS, Information for Patients). Anafranil should not be used with MAO 
inhibitors (see CONTRAINDICATIONS). 

Close supervision and careful adjustment of dosage are required when 
Anafranil is administered with anticholinergic or sympathomimetic drugs. 

Several tricyclic antidepressants have been reported to block the pharmaco 
logic effects of guanethidine, clonidine, or similar agents, and such an effect m 
be anticipated with CMI because of its structural similarity to other tricyclic 
antidepressants. 

The plasma concentration of CMI has been reported to be increased by the 
concomitant administration of haloperidol; plasma levels of several closely 
related tricyclic antidepressants have been reported to be increased by the 
concomitant administration of either methylphenidate, cimetidine, or fluoxetin 
and such an effect may be anticipated with CMI as well. Administration of C 
has been reported to increase the plasma levels of phenobarbital, if given 
concomitantly (see CLINICAL PHARMACOLOGY, Pharmacokinetic Interactior 

Because Anafranil is highly bound to serum protein, the administration of 
Anafranil to patients taking other drugs that are highly bound to protein (e.g., 
warfarin, digoxin) may cause an increase in plasma concentrations of these 
drugs, potentially resulting in adverse effects. Conversely, adverse effects may 
result from displacement of protein-bound Anafranil by other highly bound dru 
(see CLINICAL PHARMACOLOGY, Distribution). 

Carcinogenesis, Mutagenesis, Impairment of Fertility 

In a 2-year bioassay, no clear evidence of carcinogenicity was found in rats giv 
doses 20 times the maximum daily human dose. Three out of 235 treated rats 
a rare tumor (hemangioendothelioma); it is unknown if these neoplasms are 
compound related, 

In reproduction studies, no effects on fertility were found in rats given doses 
approximately 5 times the maximum daily human dose. 


Pregnancy Category C . | | 
No teratogenic effects were observed in studies performed in rats and mice al 
doses up to 20 times the maximum daily human dose. Slight nonspecific fetotc 
effects were seen in the offspring of pregnant mice given doses 10 times the 
maximum daily human dose. Slight nonspecific embryotoxicity was observed | 
rats given doses 5-10 times the maximum daily human dose. 

There are no adequate or well-controlled studies in pregnant women. 
Withdrawal symptoms, including jitteriness, tremor, and seizures, have been 
reported in neonates whose mothers had taken Anafranil until delivery. Anafra 
should be used during pregnancy only if the potential benefit justifies the pote: 
risk to the fetus. 


Nursing Mothers 

Anafranil has been found in human milk. Because of the potential for adverse 
reactions, a decision should be made whether to discontinue nursing or to 
discontinue the drug, taking into account the importance of the drug to the mo! 
Pediatric Use 

In a controlled clinical trial in children and adolescents (10-17 years of age), 4€ 
outpatients received Anafranil for up to 8 weeks. In addition, 150 adolescent 
patients have received Anafranil in open-label protocols for periods of several 
months to several years. Of the 196 adolescents studied, 50 were 13 years of ¿ 
or less and 146 were 14-17 years of age. While the adverse reaction profile in t 
age group (see ADVERSE REACTIONS) is similar to that in adults, it is unknow 
what, if any, effects long-term treatment with Anafranil may have on the gro 
and development of children. 

The safety and effectiveness in children below the age of 10 have not been 
established. Therefore, specific recommendations cannot be made for the ust 
Anafranil in children under the age of 10. 

Use in Elderly 

Anafranil has not been systematically studied in older patients; but 152 patien 
least 60 years of age participating in U.S. clinical trials received Anafranil for 
periods of several months to several years. No unusual age-related adversi 
events have been identified in this elderly population, but these data are d 
insufficient to rule out possible age-related ditferences, particularly in elderly 
patients who have concomitant systemic illnesses or who are receiving oth 
drugs concomitantly. 


ADVERSE REACTIONS 

Commonly Observed 

The most commonly observed adverse events associated with the use of 
Anafranil and not seen at an equivalent incidence among placebo-treated 
patients were gastrointestinal complaints, including dry mouth, constipation, 
nausea, dyspepsia, and anorexia; nervous system complaints, including 
somnolence, tremor, dizziness, nervousness, and myoclonus; genitourinary 
complaints, including changed libido, ejaculatory failure, impotence, and 
micturition disorder; and other miscellaneous complaints, including fatigue, 
sweating, increased appetite, weight gain, and visual changes. 

Leading to Discontinuation of Treatment 

Approximately 20% of 3616 patients who received Anafranil in U.S. premarke' 
clinical trials discontinued treatment because of an adverse event. Approximé 
one-half of the patients who discontinued (9% of the total) had multiple com- 
plaints, none of which could be classified as primary. Where a primary reason 
discontinuation could be identified, most patients discontinued because of 
nervous system complaints (5.4%), primarily somnolence. The second- 
most-frequent reason for discontinuation was digestive system complaints 
(1.3%), primarily vomiting and nausea. 


Incidence in Controlled Clinical Trials 

The following table enumerates adverse events that occurred at an incidence 
1% or greater among patients with OCD who received Anafranil in adult or 
pediatric placebo-controlled clinical trials. The frequencies were obtained froi 
pooled data of clinical trials involving either adults receiving Anafranil (N = 32 
placebo (N = 319) or children treated with Anafranil (N = 46) or placebo (N = 4 
The prescriber should be aware that these figures cannot be used to predict! 
incidence of side effects in the course of usual medical practice, in which pati 
characteristics and other factors differ from those which prevailed in the clini 
trials. Similarly, the cited frequencies cannot be compared with figures obtain 
from cther clinical investigations involving different treatments, uses, and 
investigators. The cited figures, however, provide the physician with a basis fc 
estimating the relative contribution of drug and nondrug factors to the incider 
of side effects in the populations studied. 


Incidence of Treatment-Emergent Adverse Experience 
in Placebo-Controlled Clinical Trials 
(Percentage of Patients Reporting) 


Children and 

Adults Adolescents 
Body System/ Anafranil Placebo Anafranil Pla 
Adverse Event’ (N=322) (N=319) (N=46) (N: 
Nervous System 
Somnolence 54 16 46 1 
Tremor 54 2 33 
Dizziness 54 14 41 1 
Headache 52 41 28 K 
Insomnia 25 15 11 
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Other Everts Observed Evatustion of Anafranil 

During cinical i the U.S, multiple dosse of Anairendl wers ackonistersd 
to approximately events asseocisted wah this exposure 
cheesey Mech of thair own choosing. 


Untoward 
Canc psa 0 oa estmete of the 
mar types of uroen eventa ia soar muanbar of strand ort 


In the tabulations thet follow, a modiGed World Health Organization dictionary 
of terminology has been used i0 classily reported adverse avents. 
frequencies therefore, 


least one occasion while receiving Anadrand. Al events are Included excapt those 
aiready ksted in the previous table, those n tanne 80 as to be 
and those in which an with the drug was remote. H is 


treatment with Anefracd, they were not necessarily by h. 
Evertts ere further by sytem and Erd in order of decreashxy 
frequency according to the folowing qvarts ars 


adverse events are those occurring in 1/100 to 1/1000 patients; rare events are 


thoes in logs then 1/1000 patients. 

Body an a hie ~ edama, increased susceptoely to 
ee yop ECG, bradycardia, 
cartier Rare — aneurysm, atrial R 


for of 
se arahen aan oe a ila report of potential 
opines, and multiple ripia peychasctive druge. The patient ecshed Araivand loc 
depression and panic attacks and appeared to become dependent after hoanita! 


should carstully eveluats patients for a history of drug abuse and follow such 
patents closely. 

OWERDOSAGE 

Human 


paient suspected i rę. 
T T eer eca 


tricyclic anndeprassants are 
tation, delirium, severe mene 
id and chorefform movements, and 
EEIE Wrin DECAAN 
of congestive heert failure, and in vary rare caese, 
hyperpyoxda, mycirtesia, olgura or aruria, and dlaphoresis may siso be present. 
treaimant for tricyclic overdose may change 


The recommended treatment periociicaDy. 
Therefore, it ie recommended that the phyaician contact a poison control center 
for currant adormation on 
Because CNS 


well after the cardiac status hag returned to normal; relapese may Occur altar 


nero rere The arbres 


talce has been repone o TS TATTO a 
gic Mantlastations of tricyclic overdosage; howevas, it should not be used 
paninin beg bonis 
ee ene 


in children. inetiiation of acthvated charcoal shirry 


reduce absorption of CAG. 
ean eiai ties should be minimized to reduce the tendancy far cont 


ee ee 
a plasma expander, doperting, or dobutamine 


EAS ah acne dee ae 
conduction shnormelties and further 


baths, I necessary. Hamockalysis, peroneal diatyazs, exchange 
forced diuresis hava generally boen reported as ineffective because of the rapid 
fixation of Anafrand in tesues. 


DOSAGE AND ADMINISTRATION 
The treatment regimens described batow are based on those used in controlled 
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nct be achieved untl 2-3 weeks alter dosage (see 
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aa a6 eiad th 


gastrointestinal side dosage 
increased greckty ove the next several rks, up toa maximum of mg 
Alier titration, he totei daly dose may be given once daly at bedtime to 
daytime secation. 
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Capsules 26 mg ~~ borgman yellow Genprinted ANAFRANIL 25 mg} 
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Presidential Papers 


Presidential Address: 
Defending Humanistic Values 


Herbert Pardes, M.D. 


he past year has seen a miracle in Eastern Europe. 

The iron curtain is disintegrating. With new and 
continuing victories in Czechoslovakia, Hungary, Ru- 
mania, Poland, and perhaps other countries in the 
foreseeable future, humanistic values are prevailing 
over half a century of oppression. 

In this country, the resurgence of freedom in Europe 
has kindled new hopes. We have envisioned a shift of 
policies and resources away from old oppressors on 
another continent to the ranks of the needy here at 
home. To members of the helping professions, who 
have made it their business to keep the needy in sight, 
the previous and present Administrations seem to have 
lost sight of them. Of chief concern to us as physicians 
is the continuing erosion of our health care system. 
George Will, hardly a flaming liberal, described in a 
March issue of Newsweek the breakdown of our 
trauma care services and ended with the comment, 
“The President says, ‘We have more will than wallet.’ 
He has it backward” (1). 

It was heartening recently when the House voted for 
a $24 billion cut in defense spending. How the budget 
evolves will determine whether, at long last, some of 
the wealth may be shared with domestic programs. 
The urgency of domestic needs is obvious. Without a 
doubt, the Administration bears substantial responsi- 
bility for the neglect that has allowed several major 
problem areas to reach the point of crisis. But elected 
officials alone are not to blame. They were elected by 
majorities of U.S. voters. Our citizens, according to 
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Tom Wicker, claim that they will support increased 
taxes for “a good and necessary purpose” (2). How- 
ever, the experience of defeated liberal Democrats who 
were explicit about raising taxes for domestic pro- 
grams proves otherwise. 

If what comes out of the budget machinery in Wash- 
ington is helpful to those in need, it will come none too 
soon. Our society’s values have reached a low point. 
Instead of news about what is “good” or “necessary,” 
front page stories for quite some time have been largely 
about greed: leveraged buyouts and junk bonds, pricey 
real estate deals, and Wall Street scandals. American 
teenagers, if they know how to read, read that. The 
United States has fallen behind several other countries 
in science education, as well as in several scientific dis- 
ciplines (3). Our personnel needs in the health sciences 
and in the sciences in general are being met largely by 
people from other countries. For all its materialism, 
the country’s productivity is slackening, while the 
problems facing the medical community—to whom 
most Americans must turn sooner or later—have be- 
come gargantuan. Hospitals, research institutes, and 
universities are starving. Americans spend millions on 
the lottery on the ephemeral chance that they might 
win, while in the lottery of health they are set up to 
lose. 

Some may question whether politics on a national 
scale is uniquely relevant to APA. It certainly is, be- 
cause APA and American psychiatrists care about in- 
adequate reimbursement for psychiatric treatment, in- 
adequate funding for research on psychiatric illness, 
inadequate resources for housing and for the homeless, 
and inadequate support for other mental health and 
social services. The country’s political philosophy also 
matters at the state and local levels to any psychiatrist 
who cares about the fiscal disasters in states and cities 
and the drastic cuts in mental health services that go 
with them. 

My message is that because humanistic values are 


PRESIDENTIAL ADDRESS 


under siege in general in this country—and they are 
under massive assault in certain arenas that I would 
like to mention—I believe it is time for us as psychia- 
trists to make new efforts to defend these values. 


PSYCHIATRY’S HUMANISTIC REWARDS 


Humanistic values are at the very heart of our pro- 
fession. The study of the mind, and the healing of the 
mental anguish that can rob people of the fulfillment of 
their humanity, is our life’s work. To this work we 
bring both our own humanity and the force of modern 
science, 

The rewards can be enormous. In the past decade, 
especially, we have been dazzled by advances in brain 
imaging, molecular genetics, psychopharmacology, 
and other fields of study that have revolutionized neu- 
roscience. The most exciting aspect of these advances 
is what they promise for our capacity as physicians. 
Because of this panoply of research—encompassing 
high-tech findings about the brain, evaluation of the 
psychotherapies, linkage studies, epidemiology and the 
refinement of diagnostic criteria, the discovery of effec- 
tive medications, and the development of effective re- 
habilitation—we can see and begin to deliver new 
kinds of relief for mental suffering. Few of us would 
have dreamed that these advances were possible in the 
days when we entered the field. It has been very mov- 
ing to find that our progress is understood and appre- 
ciated by our patients, their families, and our other 
friends in the citizens’ movement, who are now devot- 
ing their own considerable vitality and talents to the 
fight against mental illness. 

But today there are forces gathering that could jeop- 
ardize this progress and the humanistic values that it 
affirms, and we are going to have to fight to preserve it. 
As psychiatrists we share values and objectives that I 
believe can make us—together with our allies in the 
citizens’ movement—a powerful, positive force. 


PSYCHIATRY’S VALUES AND OBJECTIVES 


1. First and foremost, we care about our patients. 
We are physicians, and we are the ones who chose to 
treat mental anguish. 

2. Because we care, we believe in accessible health 
care for everyone. Reimbursement for health care 
would do much to relieve the misery not only of pa- 
tients, but also of doctors and nurses who find them- 
selves in the excruciating position of not being able to 
take care of people who need it but cannot pay. Com- 
prehensive health care coverage would also help pre- 
vent fiscal calamity for our health care institutions. 

3. We must have equitable reimbursement for psy- 
chiatric treatment. We do not expect unlimited cover- 
age—some copayments and other limits are necessary 
throughout medicine—but let all medical specialties 
share them. We believe in, and will work until we get, 


coverage on a par with other kinds of health care. 
Although we won a victory for our patients in elim- 
inating Medicare limits on treatment, after working to 
achieve it for over 20 years, the legislative journey on 
the road to nondiscriminatory coverage has not ended. 
Now we must work toward equal patient copayments 
for all medical treatment. 

4. We value both excellence and progress in the en- 
terprises that serve humanity, specifically health care 
delivery and biomedical and behavioral research. 

5. To ensure such excellence and progress, we must 
have a strong national program of research and devel- 
opment. We have a serious problem when this country, 
which in the past put 2.7% of the gross national prod- 
uct into civilian research and development, is now 
down to about 1.7%, while four other countries in the 
same 20- to 30-year period have gone in the opposite 
direction. I do not think any of us wants the United 
States to be second-class in biomedical research to Ja- 
pan and Germany. 

Specifically, our hospitals and other health care in- 
stitutions, and our sciences, need major attention. 
With respect to psychiatry, it is vital to support a 
broad spectrum of both research and methods of pa- 
tient care. The quality of life of psychiatric patients 
depends on continuing progress in neurobiology, bio- 
technology, epidemiology, psychosocial treatments, 
and new approaches to rehabilitation. And many ap- 
proaches to treatment are essential to address a mul- 
tiplicity of needs—pharmacotherapy, the psychother- 
apies, the behavior therapies, ECT, intervention in 
family dvnamics, and multiple group family therapies. 
We must ensure that all are available. 

6. We must work, therefore, for increased support. 
The potential of brain imaging, molecular genetics, 
neurobiology, and immunology research is phenome- 
nal. We must not let this potential go unrealized. In 
genetics, to give only one example, in the past 5 to 10 
years, linkage studies and other techniques have lo- 
cated genes for cystic fibrosis, muscular dystrophy, fa- 
milial Alzheimer’s disease, Huntington’s disease, and 
manic-depressive disease. 

Now there are new waves of scientific excitement. 
By selectively replacing a normal gene in a mouse with 
a gene known to create abnormalities, we can observe 
the specific effect of changing one gene. A beautiful, 
recent study in the journal Nature reported that intro- 
ducing a gene for a growth hormone defect produces 
midget mice (4). A scientific development of this mag- 
nitude could help clarify how many different diseases 
develop. If we can gain access to a gene that causes 
manic-depressive illness or familial Alzheimer’s dis- 
ease, we may be able to determine in mice which path- 
ways are selectively affected. Such findings would pro- 
vide a clue to how the pathogenic gene sets off the 
disease cascade in the human. 

In Science, another exciting advance was recently 
reported: for the first time, neurons from the cerebral 


‘cortex have been grown in the laboratory (5). Clones 


of this cell line will be available to other neuroscientists 
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for genetic studies, biochemical studies, and transplan- 
tation studies. The implications for psychiatry could be 
substantial. The day may actually be in sight when we 
can graft brain tissue, delivering needed cells and hor- 
mones to brain regions where tissue has been de- 
stroyed by illness or injury, and finally offer hope to 
patients with schizophrenia, Alzheimer’s disease, Par- 
kinson’s disease, drug addiction, and many other dis- 
orders. But to do so we need the scientists, the labo- 
ratories, the equipment, and the support for young, 
mid-career, and senior scientists. 

I was heartened recently, while testifying before the 
Senate Appropriations Committee, to find that Senator 
Hollings from South Carolina is prepared to lead the 
charge for more support for research. Congresswoman 
Barbara Boxer has argued for the same increase for the 
Alcohol, Drug Abuse, and Mental Health Administra- 
tion (ADAMHA) that APA suggested. This followed 
APA’s success in convincing the Ad Hoc Group for 
Medical Research Funding, a coalition of more than 
140 medical and scientific societies and voluntary 
health organizations dedicated to the funding of bio- 
medical research, to support our ADAMHA alterna- 
tive budget. Congresswoman Boxer wrote to Leon 
Panetta of the House Budget Committee requesting an 
increase of 40% in ADAMHA research and an in- 
crease of 23%-—24% for research at the National In- 
stitutes of Health (NIH). These increases would bring 
ADAMHA’s research budget to $1.2 billion and NIH’s 
to about $9.2 billion. These are numbers that are more 
responsive to the need. It is one thing to get the stand- 
ard 4% or 5% increase each year. But when a private 
business firm finds out that it has a hot prospect, it 
does not increase the budget 4% or 5%, it increases 
the budget 50% or 100%. The hot prospects are there 
in research now, and we want the budget increase to 
happen now. 

7. We believe in assigning high priority nationally 
to basic human needs. The most grossly neglected of 
these needs is conspicuous in the national disgrace of 
homelessness. It is an outrage that people live in the 
gutters of this country. It was shocking to see the re- 
cent report that a black man in Harlem has a shorter 
life expectancy than a man in Bangladesh (6). It seems 
impossible that any Americans could allow their fellow 
citizens to endure such deprivation and squalor. But if 
there are Americans who choose to avert their eyes 
from people in need, psychiatrists must be prepared to 
confront these problems directly. We do not want to 
hear our leaders talk about housing. We want to see 
them do something about housing. 

8. Also among the “good and necessary purposes” 
that we believe warrant public support are programs 
to assure that people from all walks of life can become 
doctors, scientists, and academic leaders. To begin at 
the beginning, we place value on the lives of young 
people who are economically disadvantaged. We be- 
lieve in extending a strong lifeline to them, with pro- 
grams to connect inner city youngsters to creative and 
constructive possibilities—schools, jobs, family lives. 
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We are not willing to abandon them to the bleak leg- 
acy of drugs and violence. There is evidence that young 
people who are productively involved in school do not 
fall prey to drugs (7). It can hardly surprise us that if 
the country ignores disadvantaged youngsters and of- 
fers them nothing worth doing and no tangible con- 
structive goals, they succumb to the pressures of their 
dismal lives. 

9. On principle, as well as for practical necessity, 
we support the work ethic. Rededication to the value 
of work is surely indispensable to turning this country 
around, What can we expect from a society that fosters 
a 9 to 5 mentality, with a rush to the bars and the 
television screens at “quitting time”? 

10. For those who enter the helping professions, 
idealism and altruism should not cost so much. We 
must try to balance the grotesque disparity of the re- 
ward system, so that becoming a scientist, a nurse, an 
X-ray technician, a physician, a psychologist, a social 
worker, a phlebotomist, or a teacher does not mean a 
future of barely making ends meet, while young law- 
yers and Wall Street traders make salaries two, three, 
and four times greater. Columbia University’s Presi- 
dent Michael Sovern has remarked that his son com- 
manded a higher starting salary at a prestigious law 
firm than Sovern did when he became dean of the law 
school. 

These are only a few examples of our concerns. APA 
has taken official positions to work toward an end to 
racism in this country and an end to homophobia. It is 
working on a statement about apartheid. There are 
other social wrongs that we, as individual citizens, 
want to put right. But as we persevere in those private 
efforts, it is a privilege to know that we are practicing 
a profession that is itself devoted to humanistic causes. 
This distinguishes us from many in a culture where the 
goal of life is, in a popular phrase, “having it all.” 


PSYCHIATRY IN THE 1990s 


Psychiatry in 1990 is at the height of its powers. We 
have had a spectacular decade, getting more than back 
up to speed in the 1980s after a trying time in the 
1970s. In the middle 1970s, with the community men- 
tal health center movement under attack for not taking 
care of the seriously mentally ill and psychodynamic 
psychiatry under fire for not solving the problems of 
the world, we worried with good cause about the re- 
lated drop in the numbers of applicants to psychiatric 
residencies. 

The 1980s were another story. Neuroscience and 
biotechnology blew away old barriers to knowledge. 
Nobel Prizes and Lasker Awards, and now Lieber 
Awards, testify to the surge of groundbreaking re- 
search. Some of this research revealed ground shared 
by biological and psychological approaches to the hu- 
man mind. Psychiatry entered the mainstream of med- 
icine once and for all. Our student applicants grew in 
number. The press we get now includes the brilliant 
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article by Erica Goode in a recent issue of U.S. News 
and World Report (8). It is titled “Beating Depression: 
New Treatments Bring Success,” and is subtitled, in 
the table of contents, “Psychiatry’s Big Success Story. ‘i 
There has been quite a change in 15 years. 

As the 1990s begin, we face an array of possibilities 
and an array of problems once again. I would like to 
call attention to what I believe may prove to be the 
single most important piece of good news for our pro- 
fession. I also want to focus briefly on a problem that 
could be very bad news unless we rally the humanistic 
values from which psychiatry draws its greatest 


strength. 


THE GOOD NEWS 


The good news is that we have made friends with the 
families of our patients, and the constituency for the 
mentally ill has at long last not only begun to take 
shape, but also to grow by leaps and bounds. Citizens’ 
groups, including the National Alliance for the Men- 
tally Ul (NAMI), the National Mental Health Associ- 
ation, the National Depressive and Manic Depressive 
Association, the Anxiety Disorders Association of 
America (formerly the Phobia Society), the National 
Alliance for Research in Schizophrenia and Depression 
(NARSAD), and others, are expanding at a phenome- 
nal rate. NAMI, which did not exist before the 1980s, 
enlarged its membership to close to 100,000 in less 
than 7 to 10 years. The American Mental Health Fund 
has mounted a brilliant national advertising campaign 
to educate the public about mental illness. Local asso- 
ciations of NAMI, the National Mental Health Asso- 
ciation, and other organizations are working with lo- 
cal groups of mental health professionals to advocate 
for our patients and for mental health programs. In the 
past 2 years, citizens worked together with us to secure 
the largest boosts in support ever made for NIMH, and 
this success fuels the effort this year to do it again. 

I would like to single out NARSAD as a spectacular 
example of what the citizens’ groups have achieved on 
behalf of both the mentally ill and our profession’s 
efforts to help them. This organization was formed by 
the citizens’ groups themselves and received some fi- 
nancial assistance from APA to get started. NARSAD’s 
mandate is to raise support in the private sector for 
research in the major mental illnesses. In its first year in 
action, 1987, NARSAD hoped to give $50,000 in 
. awards. Whether the organization could even get go- 
ing, with that sum, was touch and go. Three years 
later, on March 29, 1990, Connie Lieber, NARSAD’s 
extraordinary president, who was honored at APA’s 
1990 annual meeting, announced that NARSAD is giv- 
ing $3.6 million in awards this year to 60 young in- 
vestigators and 11 established investigators. Among 
NARSAD’s efforts is the Lieber Award, now the lead- 
ing research prize in psychiatry. The 71 new grants, 
added to the number made in previous years, bring the 
total number of NARSAD awards and commendations 


to over 135, or nearly $7 million in 3% years. Connie 
Lieber likes to see things move and grow fast. She and 
the others at NARSAD are pulling it off: the early goal 
of $50,000 for 1 year has been multiplied 72-fold. 

If we consider that between 15% and 19% of the 
American people have a psychiatric illness at any one 
time, and if even one family member is concerned 
about each patient, we are talking about a potential 
army of 30% to 38% of the American population, 
which means something like 70 to 90 million people. 
That is a lot of votes. As the campaign against stigma 
makes further inroads, the number of these individuals 
who can be expected to go into action on behalf of the 
mental health enterprise will continue to grow. This 
will be a key factor in sustaining the growth and ex- 
citement in psychiatry in the decade ahead. Our citizen 
allies will help us prevail in spite of a social climate 
that may be more attuned to the people on magazine 
covers and talk shows than it is to people in need. 


THE BAD NEWS 


The bad news is that a number of ideological ex- 
tremists are interfering with medical treatment and 
medical progress in order to impose their own moral 
positions on the rest of the country. Some demean and 
discriminate against patients with illnesses that arouse 
their moral wrath, notably AIDS and substance abuse 
disorders. It is our conviction that a patient’s right to 
treatment has nothing to do with the nature of the 
illness. APA has taken policy positions asserting this 
view. APA has worked and will continue to work to 
defend patients against discrimination of this kind. 

There are also groups whose members are primed to 
interfere directly in other people’s lives, even at the 
expense of those lives. One group consists of those 
who oppose a woman’s right to choose an abortion. 
There are many who find abortion personally unac- 
ceptable; this is their right and their choice. However, 
last year a lawsuit by anti-abortionists actually inter- 
fered with the recommendation by doctors to abort a 
fetus to try to save a comatose woman’s life. Her an- 
guished husband, who was not prepared to watch his 
wife and the mother of their other child die for the sake 
of a fetus, was forced to go to court to fight these total 
strangers. This astounding and very nearly tragic in- 
trusion is only the tip of the iceberg if the opponents of 
a woman’s right to choose are allowed to dictate their 
terms to this country. 

In addition, the moratorium on federal funding for 
research using fetal tissue, imposed by the Reagan Ad- 
ministration pending recommendations by panels at 
NIH, remains in force despite recommendations by the 
panels that it be lifted. The study of fetal tissue is one 
of the most promising research approaches available 
today, notably in areas such as genetic illness, treat- 
ment of Parkinson’s disease and Alzheimer’s disease, 
and the neuropathology of maternally transmitted 
AIDS. But both the Reagan and Bush Presidencies have 


F 


disregarded scientific advice at the highest levels in fa- 
vor of vocal pressure groups that have a “moral” prob- 
lem with the use of fetal tissue by medical scientists, on 
the alarmist premise that it will encourage abortion. In 
addition, the State of Pennsylvania has banned all re- 
search of this kind. 

It is a fundamental tenet in this country to respect 
the right of individuals to hold whatever moral beliefs 
they choose. But it is also a fundamental tenet that no 
group may force its own moral system on others. 

I must also call attention to another group, a large 
group—although very few people are aware of its size 
and strength—that is on its way to imposing its own 
code of morality on an entire country, however many 
people’s hopes for health or for life are sacrificed in the 
process. 

In my year as President, I have placed a major focus 
on the animal rights movement because only a tiny 
fraction of the people in this country are aware of the 
grim truth about its moral premise, how much its 
power has grown, or the kind of tactics it uses. I realize 
that this is a highly sensitive issue and that a number of 
our members have serious reservations about medical 
research using animals. Most of us have humanitarian 
concern for animals, whatever the setting. In a perfect 
world, perhaps we would not need to use them at all in 
medical science. But we do still need them. Only ani- 
mals can teach us certain aspects of the etiology of 
disease or the value of new treatments or surgical pro- 
cedures. A new drug should not pass directly from the 
test tube to your child. 

In a public service announcement recently produced 
by former Surgeon General C. Everett Koop, he stated 
that when he was born, there was no vaccine for polio, 
there were no antibiotics, and there was no way of 
treating diabetes or heart disease. He further pointed 
out that the life expectancy in the United States then 
was 52 years. Today, all of the treatments mentioned 
have been produced through research using animals, 
and our life expectancy now is 72 years. Had animal 
activists been successful when Koop was born, we 
would have no effective measures against any of these 
illnesses, and many of us would live lives shorter by as 
much as 20 years. There are, of course, a number of 
terrible diseases for which we still do not have ade- 
quate treatment. 

The problem is that human life and human health 
are regarded by animal activist leaders as no more im- 
portant than animal life. This movement’s guiding 
principle was spelled out as follows by one of its lead- 
ers: “There is no rational basis for separating out the 
human animal. A rat is a pig is a dog is a boy. They’re 
all mammals” (9). The movement’s leadership regards 
even painless research as “fascism” and “suprema- 
cism.” It regards any use of animals for human pur- 
poses as “speciesism,” and declares that animal rights 
are as compelling as equal rights for blacks and equal 
rights for women. Activist leaders have said that their 
mandate to end animal research now is as urgent as the 
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mandate was in World War II to stop the killing of 
Jews by Nazi Germany. 

Most supporters of the animal rights movement be- 
lieve they are promoting only the humane treatment of 
animals. Most of them very likely do not know that 
several activist leaders often compare animal research 
laboratories with Nazi concentration camps. Most al- 
most certainly do not view themselves as sacrificing the 
health or life of people. But by supporting these orga- 
nizations, they are actively working against the health 
or life of many fellow citizens, including family and 
friends, whether they see it that way or not. 

Most of the movement’s supporters are also very 
likely unaware of the subtlety and questionable hon- 
esty of some of its tactics. The movement’s sophisti- 
cated and well-financed organizers (their collective 
treasury is some $50 to $200 million) have inspired 
massive letter-writing campaigns to elected officials, in 
large part by painting a grotesquely distorted picture 
of medical science and medical scientists. They have 
brilliantly manipulated the media, and they are making 
calculated efforts to intimidate, demoralize, and silence 
all opposition. Along with horrible insults, they have 
made death threats to researchers, laboratory animal 
veterinarians, and their children. They have tele- 
phoned scientists at night in their homes, dropping 
nightmarish hints about what they might do next. 

Recently a courageous reporter published an article 
in The Washingtonian magazine about some of the 
animal activist activities (10). One activist group has 
now confronted her with a $3 million libel suit. The 
reporter, Katie McCabe, who cannot afford more than 
one libel suit at a time, has canceled all of her speaking 
engagements. Activists also sue individual scientists. 
And they break into laboratories, they destroy data, 
they smash computers, they smash microscopes, they 
set fires. They release infected laboratory animals. 
Mice being used in AIDS research at Stanford Univer- 
sity are now kept under 24-hour guard. The Animal 
Liberation Front—ostensibly the radical arm of the 
movement, but an arm that commands support from 
several other ostensibly nonviolent groups—is listed by 
the FBI as one of the 10 most dangerous terrorist or- 
ganizations in the United States. 

Psychiatry and biobehavioral science are primary 
targets of the animal rights movement. Psychiatry has 
had enemies before, but never before have we been up 
against people who are prepared to say on the radio, of 
a medical researcher, “The sooner he is killed, the bet- 
ter” (BBC radio interview). In England, police believe 
that it was the Animal Liberation Front that bombed 
and destroyed part of a Bristol University administra- 
tion building. This past April, an animal activist in 
Connecticut was convicted on federal charges of at- 
tempted murder, possession of explosives, and bomb 
manufacturing after planting a remote-controlled pipe 
bomb near the parking space of the chairman of U.S. 
Surgical, a corporation that supplies surgical instru- 
ments. The activist entered a plea of no contest to the 
charges. 
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On behalf of our patients, we must oppose the ani- 
mal rights movement, and we must oppose it now. Of 
course, we want animals properly cared for and used 
as sparingly and humanely as possible. Yes, there may 
have been a time when animal rights activists had some 
legitimate concerns about the manner in which animal 
research was carried out in some institutions, and there 
may have been researchers who did not conform to the 
many scrupulous standards intended to protect ani- 
mals. These individuals must be reprimanded appro- 
priately. But if such abuses did occur in the past, they 
are highly unlikely to do so in the future. The many 
current regulatory mechanisms include institutional 
animal care and use committees, which have the same 
kind of formal review procedures as institutional re- 
view boards for research on humans. In essence, re- 
search using animals must be as rigorously justified as 
research using human subjects. 

Any individual who would abuse animals in a med- 
ical setting is a person with inadequate professional 
and ethical standards. Such a person is far from typical 
of the medical research community, and to suggest 
otherwise is misinformation. We must counteract it 
with real information. The vast majority of researchers 
trying to find cures for such diseases as cancer and 
schizophrenia and manic-depressive illness are dedi- 
cated people who persist in trying to advance our abil- 
ity to help the sick. And they are doing it on modest 
salaries, with constrained resources, against increasing 
bureaucracy. Now they are hearing themselves com- 
pared to Nazis and incurring physical risks to them- 
selves as well as the risk of having years of their work 
demolished by individuals who destroy or steal their 
animals, data, and equipment. 

I am heartened by the fact that Congressman Vin 
Weber of Minnesota has launched a proresearch Con- 
gressional group called the Animal. Welfare Caucus 
and that Congressman Henry A. Waxman of Califor- 
nia, Senator Howell T. Heflin of Alabama, Congress- 
man Charles W. Stenholm of Texas, and others are 
starting to assert themselves as leaders to defend and 
support research using animals. We must support these 
courageous elected officials. We must also write letters 
to our other representatives and help them understand 
the differences between compassion and extremism, 
help them remember that human lives are at stake. But 
we must do more than that. It is urgent that clinicians 
dedicate themselves individually to helping laypersons 
understand the need for animal studies in medical re- 
search. We hear animal activists say that not only is 
psychiatric illness not real illness, but that even if it 
were, it would be immoral to use animals to study the 
mechanisms of any human illness. We must tell people 
we know, at every opportunity, the other side of this 
story. 

A nation’s direction can come from its elected offi- 
cials. But when the officials waffle about the most 
pressing ethical matters, presumably because they care 
more about being reelected, it is time for action by 
groups of people who are willing to work for the val- 
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ues in which they believe. As physicians and psychia- 
trists, we are among the most highly educated people 
in the United States. It is appropriate for us to demon- 
strate ethical leadership in a country so demoralized 
that it waits in front of the television set to be told 
what to care about next. It is appropriate that we 
speak out on behalf of the sick and the poor in a coun- 
try that has lost sight of the needs of real people but 
eagerly follows the headlines about a new casino that 
has to bring in $1 million a day to break even, and 
does. It is appropriate for us to defend human beings in 
a country where policy makers are being pressured by 
people who state that the lives of rats, pigs, and dogs 
are equal to the lives of boys. 


SUSTAINING THE EFFORT 


As Dr. Elissa Benedek takes over as President, I am 
happy to tell her that our profession and our associa- 
tion are in good shape and in good hands. We have 
made great progress. We can take pride in the fact that 
prejudice against psychiatry and psychiatric patients is 
fading. Psychiatry works, psychiatry is respected for it, 
and we can hold our heads high. 

Perhaps best of all, we can at last begin to see a 
decline in stigma. We will not rest until stigma is a 
thing of the past, and we will make that happen by 
educating the American public. We must all spread the 
word that we can relieve most depressions and most 
anxiety disorders, and we can offer new relief to people 
with obsessive-compulsive disorders. We have new 
medications for people with schizophrenia and new 
behavioral and biological treatments for many other 
psychiatric conditions. 

We still have serious difficulties as the 1990s begin. 
Obtaining money to build the mental health enterprise 
is an ongoing struggle. Researchers are having increas- 
ing trouble getting support. Managed care presses 
harder and harder on our clinicians. The cost of mental 
health care has risen. This fact reflects, in part, a suc- 
cess story; the rise has occurred to some extent because 
people who did not come to us for help before now 
recognize that we can help them and are seeking us 
out. But increasing demand poses a serious problem 
that we have yet to solve. 

We also still have a long way to go to help many 
other patients with schizophrenia, with borderline 
conditions, with illnesses for which the course is un- 
known or totally unpredictable, with illnesses for 
which our current treatments are limited. These pa- 
tients and their families are in deep distress. Our re- 
searchers are working hard on these problems. This is 
a message that we must spread, both to give hope to 
suffering people and because broader public under- 
standing is critical to efforts at obtaining reasonable 
reimbursements, which we need in order for our treat- 
ments to be available and accessible. 
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CONCLUSIONS 


Psychiatry has been called the art of the possible. 
Whether we as individual members of our discipline 
regard our work principally as an art, principally as a 
science, or as an unquantifiable blend of both, I think 
we would all agree that more is possible now than ever 
before. 

We must not allow anything to slow our momentum. 

I called my theme for this year “The Research Alli- 
ance: Road to Clinical Excellence.” I believe that it is 
because of a spirit of alliance—collective and collabo- 
rative efforts by researchers, clinicians, and citizens— 
that so much has been accomplished. It is thrilling to 
see researchers battle the complexities of psychiatric 
disease and win more and more battles. It is thrilling to 
foresee that these discoveries will ultimately enable us 
to help many more people. And it is thrilling that our 
profession and the people we are trying to serve are 
now comrades. In my 30 years in this field, I have had, 
along with many of you, the privilege and good for- 
tune to see history in the making. It makes me happy 
today to know that, whatever President Bush may have 
by way of either will or wallet, we have the will, and 
we are working on the wallet all the time. 

Yes, there are problems ahead. But we are ready to 
tackle them. I ask you all, members and friends of this 
association, to join in making the 1990s a decade of 
solid progress on behalf of our patients. I ask you as 
allies to fight policies that make proper mental health 
care unaffordable to people in need. We have had to 
fight before, to fight virtually every step of the way. We 
have fought stereotypes, prejudices, misconceptions, 
fear, and self-interest. We hace fought for recognition 
as a medical discipline and won. We have fought for a 
society that views mental illness with compassion: we 
are still carrying on this fight, and we have begun to see 
that we will prevail. And we have fought for a fair 
share of public support for our research and for our 
treatment programs. This ongoing campaign is one for 
which, I am glad to say, we are both seasoned and still 
fresh. Being seasoned comes from gaining considerable 
ground. We are still iresh because we have to be: there 
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are plenty of hurdles left on this front. But as an alli- 
ance, clinicians, researchers, patients, and families do 
have the strength to oppose abuses of the concept of 
managed care and the imposition of impossible limits. 
We can and will ensure that our patients are not 
cheated in the name of controlling health care delivery 
costs. We will support leaders who regard human 
rights as more compelling than animal rights. We will 
support with our votes leaders who are concerned 
about the mentally ill and about mental health pro- 
grams, and we will work to defeat leaders who are not. 

Together, now more than ever, we are a force to be 
reckoned with. What we all want is a country where 
psychiatric illness is no longer met with fear and prej- 
udice but with compassion and effective help. To- 
gether, we are going to go out and see to it that the 
people who need that compassion, who need effective 
help, and who need caring and knowledgeable profes- 
sionals have their needs answered. 
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Response to the Presidential Address: 
Our Children: Our Future 


Elissa P. Benedek, M.D. 


t is a great personal and professional honor to have 

been elected the 119th President of APA and, now, 
to have the opportunity to respond to Dr. Herbert 
Pardes’ provocative, inspiring, and challenging Presi- 
dential address. Think of it, in 1994 our organization 
will be 150 years old, yet it remains in excellent health. 
It is also a personal and professional honor to be here, 
surrounded by family, friends, and colleagues who 
have known and supported me from childhood 
through adolescence and maturity with love, under- 
standing, and encouragement. | thank all of vou most 
sincerely. 

In preparation for the challenging year that lies 
ahead, I have used a coping technique that has worked 
before—to take a moment to look back before moving 
forward. So I have read and reread the Presidential 
addresses and responses of my predecessors. Learning 
many of their hopes, fears, and dreams has been edu- 
cational and has put into better perspective the year 
and challenges that are now before me. Parentheti- 
cally, I was amused on occasion by the grandiosity of 
their ideas. For example, one past president suggested 
that organized psychiatry should “take a more active 
and responsible part in the effort for elimination of the 
war psychosis” and suggested that when the history of 
psychiatry in the twentieth century came to be written, 
he hoped that it might be recorded that APA was 
largely responsible for the elimination of the great in- 
ternational psychosis—war (1). 

Although we are seeing great progress in that direc- 
tion—witness the dramatic changes in Eastern Europe, 
the Soviet Union, and super power relations—it would 
be difficult to attribute this to organized psychiatry. 
This should, perhaps, serve to remind us that while 
lofty goals are desirable and often attainable, we 
should not overestimate our capabilities or tantasize 
our mandate. This is not to suggest that global events 
are irrelevant to psychiatry. On the contrary, confer- 
ring with colleagues in the Eastern Bloc, sharing 
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knowledge and skills, and eliminating political abuse 
continues to be an important focus. Moreover, is it too 
much to hope that reduced spending for defense may 
result in support for vital domestic programs? Al- 
though there is some appropriation for basic clinical 
research, unless adequate funding is provided for the 
care of our youth, especially the poor and unemployed, 
the backdrop against which mental illness and emo- 
tional disorders develop will remain unchanged. 

When I assumed the position of President-Elect, my 
first official address was at the Institute on Hospital 
and Community Psychiatry in Philadelphia, home of 
Benjamin Rush, father of psychiatry, and there I called 
upon his spirit and guidance. In the first paragraph of 
his book Medical Inquiries and Observations Upon 
the Diseases of the Mind (2), Dr. Rush prayed for 
guidance. He said, 


I feel as though I am about to tread on consecrated 
ground, Pm aware of the difficulty and importance of it 
and most humbly implore that being whose government 
extends to the thoughts of all its creatures to so direct mine 
in this arduous undertaking that nothing harmful to my 
fellow citizens may fall from my pen and that this work 
may be a means of lessening the proportion of some of the 
greatest evils of human life. (2, p. 9) 


That prayer, written in 1812, expresses my senti- 
ments for the strength and wisdom to lead our orga- 
nization in a direction that lessens the proportion of 
evil and illness in human life. 

Dr. Pardes has addressed us with great enthusiasm 
in regard to “The Research Alliance: Road to Clinical 
Excellence” (3), but that road will not be traveled un- 
less we understand current research and are able to 
translate it clinically, humanely, and ethically. Some 
years ago, satirist Tom Lehrer, commenting on the 
ease with which a renowned German rocket scientist 
could shift, after the war, to the American program, 
observed in the song, “That Was the Year That Was,” 
“Once the rockets are up who cares where they come 
down. That’s not my department, says Wernher von 
Braun.” It is the researcher’s job to send up the rock- 
ets, but it is the job of all of us to see that they come 
down in the right place, that the fruits of research are 
improved clinical practice and quality programs. 

Research has opened up new vistas in the explora- 
tion of behavior in and out of control. While research 
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findings often reflect a disconcerting lack of precision, 
and uncertainty may exist as to their specific applica- 
bility and effectiveness, all of us recognize that we must 
incorporate basic research findings into our clinical 
practice. Among the general population, however, | 
fear that it is only the rare individual who is even 
remotely concerned about basic or clinical research, let 
alone the lack of research support for programs de- 
signed to understand and combat poverty and depri- 
vation and other social symptoms of mental illness 
such as homelessness, loss of meaningful relationships, 
and unemployment. 

As I read through the addresses of past Presidents, I 
noted certain recurring themes: respect for research; 
concern about changing economics; concern for the 
compassionate, humanitarian, and ethical care of pa- 
tients; and a need for creativity and personal dedica- 
tion in challenging times. No one can argue with the 
timelessness of these kinds of themes, and they merit 
repetition. Yet, as I searched for a theme for this year 
I was drawn to my own training and interests. For 
many years, I have been interested and specially 
trained in two areas: child psychiatry and understand- 
ing violence, including treating the violent patient and 
victims of violence. If you think that these two areas, 
violence and child psychiatry, are not likely to inter- 
face, let me give you just one clinical example. 

Recently, I was asked to see “Missy,” a 10-year-old 
child, and give an opinion as to whether she still mer- 
ited government Supplemental Security Income pay- 
ments. I had seen her 5 years earlier and had recom- 
mended that she receive these funds. In addition, I had 
urged that she begin a course of psychotherapy. She 
was a child of poverty, a child of the ghetto, and had 
more than her share of burdens to carry. Missy’s 
mother, who was an abuser of a number of substances, 
including alcohol and heroin, had neglected and 
abused her. Her father was also a heroin addict. She 
and her two siblings had lived with their parents until 
the state terminated parental rights because of abuse 
and neglect, particularly the filth in which they lived 
and the child beatings that were part of their daily 
lives. 

Missy was placed with her grandmother and step- 
grandfather and once again came to the attention of 
the state when there were proved charges of sexual 
abuse. The stepgrandfather, who had paranoid schiz- 
ophrenia, had severely and repeatedly abused both 
Missy and her younger sibling, threatening to kill them 
if they ever disclosed this. But they did tell. After a 
protracted court battle, the siblings were placed first 
with other family members and finally with an aunt 
who was single, was unable to have children, and who 
desperately wanted a child. 

Recently, 5 years after this placement, Missy once 
again appeared for an evaluation in my office with her 
aunt. From the record and from her aunt, I learned 
that Missy was in a special education program and, 
although a “slow learner,” was doing reasonably well 
in her fourth-grade placement. However, according to 
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routine IQ testing she was too intelligent for that pro- 
gram, and all the special help she had been getting was 
to be terminated because she did not meet the state 
guidelines for retardation. Moreover, important ther- 
apy had never been initiated. Missy’s aunt was more 
concerned with Missy’s younger sister who, unlike 
Missy, was rebellious and quarrelsome. Missy still 
longed to go back to her parents. When asked to draw 
a picture of a family she drew her mother, who by this 
time was incarcerated in prison, her father, who had 
just been released from prison, her older brother, who 
was now living with another relative, her sister, and 
herself, smiling and happy, at a family Thanksgiving 
dinner that was and would remain pure fantasy. The 
real Missy is one of the saddest children I have ever 
seen. 

What’s to become of Missy? How will she grow up? 
Can she escape a cycle of abuse and neglect? Can we 
help her? Can we help her sister or her aunt? I do not 
know, but I am certainly going to try. Fitting Missy 
and her mental and emotional symptoms into the cur- 
rent DSM will be a challenge; developing a treatment 
plan and ensuring compliance will be even more of a 
challenge. | am sure most of my colleagues would 
agree that facilitating desperately needed treatment 
takes precedence over any consideration of remunera- 
tion. It is not yet clear to me, in fact, whether current 
Medicaid guidelines contemplate this situation. Yet, 
Missy is one of our children, part of our future. 

In clinical activities such as these, I will follow the 
road map that Dr. Pardes outlines, applying new basic 
and clinical research in the treatment of children. I 
have told you about Missy because her case is illustra- 
tive of the all too common interaction of two areas— 
children and violence—that might seem to be entirely 
separate and apart and because her circumstances un- 
derscore the destructive psychological consequences 
that mental illness and emotional disorder in parents 
and caretakers often bring about. 

When I talk about parents and children, I do so in 
the most traditional sense. Still, for one thought | 
might make an exception. All of us were once some- 
body’s child, and many of us are now, or will be, some- 
body’s parent. Our parenthood, however, extends be- 
yond that. We will serve as mentors, teachers, and role 
models, fulfilling an important part of the parenting 
role for future generations of medical students, resi- 
dents, and colleagues. Indeed, the future of our pro- 
fession will be in their hands, so it is incumbent upon 
us to take very seriously this aspect of our parental 
obligation. 

This seems a remarkably appropriate time to em- 
bark upon the theme “Our Children: Our Future.” 
Historian Michael Katz wrote, “throughout the coun- 
try, by the 1890’s, children had captured the energy 
and attention of social reformers with an intensity 
never matched in other periods in American history” 
(4). What better time than the 1990s to refocus Amer- 
ican public and political attention on children. Indeed, 
there appears to be renewed interest in children’s issues 
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in our society, perhaps to a greater extent than at any 
time in the past century, Writing about the 1890s, Katz 
went on to say, “Almost overnight it seemed, children 
became the symbol of a resurgent, reformed spirit, the 
magnet that pulled together a diverse collection of 
causes and their champions into a new, loose, informal 
but effective coalition.” 

In the 1890s, a number of factors contributed to the 
emergence of a national spotlight focused on children. 
Some of those exist today, and others are somewhat 
different. The demographics, for instance, are differ- 
ent. Minors constituted almost half the population of 
the United States in 1890 (46%), barely a smaller per- 
centage than the adult, nonaged population (50%), 
and the elderly comprised about 4% (5). Today, with 
the declining birth rate, coupled with the fact that 
more Americans are living longer, minors constitute 
only about one-quarter of the total population, and the 
proportion is likely to continue to diminish. Indeed, 
one could argue that children are a scarce national 
resource, one that is destined to become even more 
scarce. In addition, about 74 million people, more than 
one-third of the population, are “baby boomers,” 
many of whom are now parents. They constitute close 
to half of the voting-age population, and most of them 
are working parents, that is, either single-parent or 
two-parent working families. For the first time there is 
a large middle-class population that is advocating for 
children out of its own self-interest. 

These working parents are advocating a series of 
policies, primarily governmental, related to improving 
the balance between work and family life and which 
would support, financially and otherwise, child rearing 
for people in the labor force. With more than half of all 
wives working from the time their child is 1 year old, 
pressure is increasing to lessen the burden of these fam- 
ilies through child-family policies such as federal sub- 
sidies for child care, job-protected leaves from work, 
paid time off to care for an ill child at home, day care, 
and maternity and paternity leaves. This pressure will 
not disappear. The national public debate, for in- 
stance, is no longer whether to subsidize child care but 
how to subsidize it, through what strategies, and for 
which parents and which children. 

Significant changes in family structure in the latter 
half of the nineteenth century contributed to a changed 
perspective with respect to children, and the essence of 
it remains today. Industrialization had transformed 
America in the 1890s. As the family farm gave way to 
the factory, more men worked outside of the home- 
stead, and middle-class wives, no longer performing 
farm chores, were able to stay home and concentrate 
on rearing their children. First in middle-class families, 
children began to be valued in their own right rather 
than as an economic resource, that is, a source of in- 
expensive farm labor for their families. With no farm 
to work, the economically “worthless” child at the 
close of the nineteenth century became the “priceless” 
child of the twentieth century, and societal concern 
shifted to children’s health, welfare, and education. 
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The death of a young child was now viewed as a trag- 
edy rather than with resignation, as it had been in the 
past. 

Social goals now included the preservation of the 
child’s life, health, and happiness. Infant and child 
mortality rates became tests by which the success of 
new child reforms could be measured. In addition, the 
changing view of the value of children was affected 
then, just as it is today, by growing recognition of the 
need for a more skilled and better educated labor 
force. Employers and middle-class parents joined to- 
gether in a new appreciation of the value of education 
in developing “higher-quality” children who would 
mature into higher-quality adult workers. Society be- 
gan to recognize that the well-being of children was, in 
fact, the key to the development of a responsible adult 
citizenry. Thus, a broad-based coalition of families, 
industrialists, political reformers, and social reformers 
developed an agenda for children’s policy that in- 
cluded a campaign against child labor, advocacy for 
introduction of mothers’ pensions, and reformation of 
the juvenile justice system and establishment of juve- 
nile courts, 

This new agenda also embodied educational reform, 
including the expansion of compulsory education; the 
expansion of preschool, kindergarten, and after-school 
programs as a device for meeting the language, aca- 
demic, and social deficits of poor and immigrant chil- 
dren; and public health legislation to reduce infant 
mortality. Also contained in this comprehensive 
agenda for children’s policy was a campaign against 
poor housing and the creation of new public and pri- 
vate institutions to carry out research and create new 
systems of service delivery for children. In short, the 
last decade of the nineteenth century saw the emer- 
gence of an agenda developed by a broad-based coali- 
tion that reflected both the importance of children in 
our society and the need for social programs that 
would focus on their best interests. Impact was inevi- 
table—witness such events as the first White House 
Conference for Children in 1909 and the establishment 
of child guidance clinics and juvenile courts. 

Now, in 1990, the public spotlight has once again 
focused on a children’s agenda. Both major political 
parties apparently share the belief that children’s issues 
are of high priority to many, if not most, Americans. 
As in the last century, different political constituencies 
have coalesced around these children’s issues. Once 
again, a great many families, industrial leaders, labor 
leaders, social scientists, and politicians agree that 
we are not adequately protecting our nation’s most 
precious resource, that we are not safeguarding our 
future, 

This kind of concentration by a new amalgamation 
of interest groups results, as one would expect, from a 
number of conditions, any one of which would be dif- 
ficult to ignore. Some of these should be noted here. 

1. Continued low fertility rates, leading to a de- 
clining number of youth entering the labor force, 
2. Declining school performance despite increas- 
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ing complexity of technology and fierce worldwide 
competition, 

3. Dramatically changed roles of women as more 
mothers, both wives and single parents, enter and re- 
main in the work force despite pregnancy, child birth, 
and child rearing and the concomitant scarcity of ad- 
equate child care, 

4. Lack of success in educating and training many 
immigrants, including a substantial number of our 
Hispanic population, 

5. An unacceptable level of child poverty in an 
affluent, industrialized society, 

6. Rates of infant mortality and low birth weight 
in poverty and minority populations that are high, es- 
pecially when compared with those of other industrial 
nations, 

7. The worsening and highly visible homelessness 
problem and the increased proportion of children 
and adolescents with and without families within that 
population, 

8. The high rate of adolescent pregnancy, 

9. Growing concern about the large number of 
children who are physically and sexually abused, ne- 
glected, and emotionally disturbed, 

10. A fragmented and inadequate system for pro- 
viding ongoing care for emotionally disturbed children, 

11. The national health insurance debate, which fo- 
cuses on access to care (but, unfortunately, not on el- 
ther quality of care or benefit to recipients). There is 
apparent legislative interest in the so-called Oregon plan, 
whereby care is prioritized and rationed and which is 
silent as to psychiatric care for children and adolescents. 

This is an extensive (and only partial) list of legiti- 
mate and pressing concerns that have gotten, and are 
continuing to get, the attention of a great many people 
who come from different directions but whose courses 
converge on children’s issues. Just as was the case 100 
years ago, there is reason to believe that quantum gains 
can be made at this time. We in psychiatry rarely have 
this many actual and potential allies, and we should 
capitalize on this and be at the forefront when it comes 
to our children, our future. 

Beyond our obvious obligation as parents, profes- 
sionals, and citizens to provide a wholesome and 
meaningful childhood for our children, we have a fur- 
ther duty to equip them to flourish when the time 
comes for them to carry the mantle—for their own 
good, of course, but also to maximize the chances for 
a continuing healthy and productive future for all of 
us. We as psychiatrists, no matter what our subspe- 
cialty, recognize that the mental health of children in- 
evitably has a profound impact on their adult lives. 
Many recognized adult psychiatric disturbances—de- 
pression, bipolar disease, schizophrenia, and panic dis- 
order—begin in childhood. We can take heart, as Dr. 
Pardes reminds us, in the continuing advances in epi- 
demiology, research, and clinical treatment that have 
made possible improved understanding, diagnosis, 
treatment, and prevention of childhood disorders. Yet 
our journals remind us that more children than ever 
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under the age of 18 suffer from mental illness and 
emotional disorder. The Institute of Medicine, in a 
scholarly study published last year (6), estimated that 
one-quarter of the U.S. population is under age 18 and 
that at least 12% of these children currently have a 
diagnosable mental illness. In other words, at least 7.5 
million children under age 18 suffer from one or more 
mental disorders. 

Moreover, more children under the age of 18 than at 
any time in the past live in foster care or in families 
shattered by separation, divorce, death, drugs, pov- 
erty, or some combination of these conditions. “No 
Place to Call Home: Discarded Children in America,” 
a report of the U.S. House of Representatives Select 
Committee on Children, Youth, and Families (7), in- 
forms us that there has been a dramatic increase in the 
number of children placed outside of their homes dur- 
ing the decade of the 1980s. Many of these placements 
are appropriate. Children with mental health prob- 
lems, who need and deserve mental health care, how- 
ever, are frequently placed in the child welfare and 
juvenile justice systems where they can expect to find 
precious little mental health care and virtually no con- 
tinuity of care. It is only the most fortunate of the 
children with mental health problems, in fact, who are 
in hospital or outpatient treatment. 

Certainly an agenda for the 1990s must concern it- 
self with availability of service. However, even before 
considering this problem, we should take a moment to 
remind ourselves of a few areas, more within the con- 
trol of our profession, in which children, similarly, are 
not receiving their just due. For instance, DSM-III-R, a 
500-page manual, devotes only 50 pages to disorders 
of infancy, childhood, and adolescence. The nosology 
of childhood disorders and diagnostic criteria are be- 
ing reviewed and revised and, one hopes, will be 
clearer, more consistent, and more conceptually accu- 
rate. I am pleased that one volume of the Treatments 
of Psychiatric Disorders (8) is devoted to the multiple 
treatment modalities currently used by practitioners in 
their daily clinical work with youth. As we develop 
practice parameters, we must consult with our child 
psychiatric colleagues to ensure inclusion of the salient 
parameters for children. No good epidemiologic catch- 
ment area study dealing with the incidence and prev- 
alence of childhood disorders is yet available, although 
such a study is in progress. In addition, there are still 
only a few good outcome studies in children. 

I would be remiss if I concluded my comments about 
our housekeeping duties without stressing to our train- 
ees the urgency of conveying the gratification and ex- 
citement of working with youth. Too few medical stu- 
dents are choosing psychiatry, and a study by the 
Graduate Medical Education National Advisory Com- 
mittee (GMENAC) (9), as well as other studies, report 
a current shortage of residents trained in child work 
and predict a greater shortfall in the future. Can we 
ignore this? 

Today’s trainee will practice 30 to 40 years, and 
those who settle upon child psychiatry will travel the 
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road that Dr. Pardes envisions, incorporating the new 
diagnostic skills and therapies such as pharmacother- 
apy into the traditional techniques and skills such as 
play therapy, behavior therapy, and family therapy. 
Psychiatrists who understand child development can 
also make unique contributions by working with other 
medical specialists in pediatric wards, newborn inten- 
sive care units, and cancer units and with allied mental 
health professionals in the courts, welfare agencies, 
and the schools, whose role in the lives of our youth is 
ever increasing. For future child psychiatrists, the 
prognosis for career satisfaction is excellent. 

Despite the encouraging outlook for primary, sec- 
ondary, and tertiary prevention, diagnosis, and treat- 
ment, a fact that I have already alluded to is that few 
children obtain desperately needed treatment. Funding 
for care, both in the public and private sectors, con- 
tinues to erode. This last year, in my travels around the 
country, I have seen the closing or proposed closing of 
public psychiatric hospitals for children. A new phe- 
nomenon—the deinstitutionalization of children—is 
leading to a new clinical population wandering the 
streets of our cities—homeless children. Just as dein- 
stitutionalization did not lead to increased community 
programs for adults, it has not led to community pro- 
grams for children. The promised increase in commu- 
nity funding never seems to materialize. Children, too, 
need day treatment, case management, home-based 
child and family services, respite care, family-based cri- 
sis and other emergency services, therapeutic group 
homes, and transitional services to allow young ado- 
lescents to achieve independent living. 

Children with serious emotional disturbances need 
access to a wide range of services, but for most of them 
this continuum is simply not available. Inpatient and 
residential services are relatively well-funded only 
when compared to less restrictive programs, which are 
seriously underfunded or nonexistent in most commu- 
nities. Interest in national health insurance is increas- 
ing as care for children and other dependents is being 
limited by private carriers. Thus, there is a fresh debate 
about how to include children and other dependents in 
any new health insurance scheme. The crisis of run- 
away costs and poor access to care has Congress, con- 
sumers, and even the media clamoring for solutions 
without any consensus in sight except, perhaps, the 
ancient panacea, discriminatory coverage for psychiat- 
ric patients. 

Funding for care in the private sector has diminished 
as many insurance companies attempt to limit benefits 
with imaginative but specious theories. For instance, 
they claim the diagnosis of conduct disorder is a waste- 
basket diagnosis, and some professionals in other fields 
encourage them by maintaining that normal adoles- 
cents are hospitalized inappropriately. Although on 
occasion this may be the case, an unnecessary hospi- 
talization is unlikely when a psychiatrist is responsible 
for the decision to admit. Similarly, some insurers con- 
tend that the pa gate of drug and alcohol abuse leads 
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who are only in the midst of an unresolved period of 
adolescent turmoil and a developmental crisis. And, 
finally, I am concerned about the extent of the interest 
being expressed in the alarming idea of mandating cov- 
erage only for those illnesses that are clearly biologi- 
cally based. 

While a children’s agenda for the 1990s will have to 
address many issues besides access to service, as our 
time today is limited, I will confine the balance of my 
remarks to just three of these—stigma, social causes of 
mental disorders, and violence. 

I realize, of course, that 2 years ago we concentrated 
on stigma. But because I continue to feel strongly 
about this problem, I would like to reflect on it for just 
a moment today. Stigma remains an irrational blight 
on the lives of people who, obviously, deserve better, 
and I urge intensification of our efforts to remove it. 
Far too often, stigma attaches to children and their 
families who seek treatment. The stigma accompany- 
ing an emotional disturbance in childhood may easily 
follow the child through adolescence, adulthood, and 
maturity. It is both internal and external. That is, the 
child may feel guilty, damaged, and unworthy, and this 
perspective is likely to be shared by society. 

Children frequently blame their parents for their ill- 
ness. Parents blame the children. Society, sometimes in 
concert with our profession, is apt to blame both. Par- 
ents, natural allies of their children in the treatment 
process, nonetheless are often ignored or denigrated 
when it comes time for planning this treatment. We 
should remember that parents are often advocates, in- 
deed, effective advocates, of programs that we endorse. 
They can be allies and systems of support for us, as 
well as for their children, in achieving a common ob- 
jective with respect to effective treatment. 

Now I would like to turn, albeit briefly, to a few 
thoughts about the social causes of mental disorders. 

Of course, a variety of biological, psychological, and 
environmental factors are associated with the develop- 
ment of mental disorders and emotional disorders in 
children. But as we learn more about genetic defects; 
neurotransmitters; child development; and exposure 
to environmental toxins such as lead, trichloroethy]- 
ene, polychlorinated biphenyls, and organophos- 
phates, which either physically or emotionally afflict 
the child or a family member, we must not forget 
about the social causes of emotional disturbance— 
poverty; neglect; physical, sexual, and mental abuse; 
and the mental illness or loss of a parent or caretaker 
through death or divorce. These are all contributors to 
childhood mental illness. 

We have devoted time, energy, and resources to a 
beginning study of the biological and genetic factors 
affecting children. The National Institute of Mental 
Health (NIMH), for example, has called for a new 
initiative in supporting a new cadre of child research- 
ers in the biological causes of disturbance in children. 

Although there is a substantial increase in the 
NIMH professional budget request for next year for 
children’s mental health research initiatives, including 
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biological research and training researchers, it does not 
appear that any funds will be allocated for investigat- 
ing the social causes of childhood mental illness. Nor 
will there be any provision for demonstration grants in 
the treatment of disturbed children whose case histo- 
ries include any of the social problems associated with 
the development of mental illness. In our zeal to inves- 
tigate and cope with the biological causes of mental 
illness, it is unwise to ignore social causes and psycho- 
social treatments. Therefore, I will continue to advo- 
cate, and urge others to advocate, funding for demon- 
stration grants in the treatment and clinical research of 
disturbed children who have experienced any of these 
social problems. 

Whether this kind of appropriation is forthcoming 
depends on our national priorities. The current admin- 
istration has articulated worthy goals—reduced crime, 
reduced drug abuse, reduced teenage pregnancy, and 
reduced teenage suicide. Whether the government sees 
these objectives as sufficiently important to justify spend- 
ing to achieve them, however, remains to be seen. 

And what about violence? The increased prevalence 
in our society of both violence generally and violence 
in the family is alarming. Violent behavior in America, 
already at an all time high, appears to be increasing. 
With regularity, the media reports extraordinary forms 
of violence directed toward children—a child returned 
to the custody of his mother subsequent to her having 
given him a scalding bath; a youngster who is terrified 
because his father, who had set him on fire during a 
child custody dispute, is being released from prison. 
Each day, new and more spectacular violent acts are 
reported in the media. 

In the past, we accepted the myth that violent acts 
were the problems only of the urban poor, young male 
minorities, school dropouts, persons from broken 
homes, and emotionally disturbed slum dwellers; that 
violent acts were common among them and their chil- 
dren, not us or our children. We now realize that vio- 
lence can be found in affluent suburban neighborhoods 
as well as in urban ghettos and that it is not the ex- 
clusive prerogative of the lower socioeconomic classes. 
It is endemic and epidemic, a serious public health 
problem. 

However, our ignorance in regard to its causes, pre- 
vention, and treatment with respect to both perpetra- 
tors and victims and the effect of violence on our chil- 
dren and their families is vast, and the subject is 
underresearched. Many of us avoid treating violent 
children or children and their families who have been 
exposed to violence, suggesting that their problems are 
only social, not medical in nature. Moreover, there is a 
new myth that we will find a single biological cause for 
violent behavior. The clue is to be found in blood, 
spinal fluid, or in the brain, so why not continue to 
ignore social causes? The truth is that there is no single 
cause of violence. Nor is there in the offing any one 
simple solution to solving the problems of such great 
magnitude that it causes. 

It behooves us, then, if we are genuinely concerned 
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about the future, to inspire our trainees, residents, and 
fellows to accept the challenge that this situation pre- 
sents and to do the necessary, but exciting, work in an 
area that has been largely neglected. 

The 1890s’ children’s agenda signaled society’s rec- 
ognition that the well-being of children was the key to 
the development of a responsible adult citizenry. It was 
an agenda for the twentieth century, and many of its 
objectives were achieved. A 1990s’ agenda, targeted on 
the social infrastructure of the twenty-first century, 
must again concentrate on the well-being of children, 
their physical health, and their mental health. 

By focusing the annual meeting on our children, our 
future, I hope to call attention to problems of great 
magnitude that face our children and to challenge our 
profession, as did past Presidents, to take the lead in 
finding solutions. The fact that over the past 100 years 
we have developed modern, effective treatments, have 
supported and produced quality research, and possess 
impressive therapeutic skills should, of course, be a 
great encouragement. But to secure the future of our 
society, our commitment both to resolving the prob- 
lems currently facing our youth and to continuing to 
treat children and adolescents and their families with 
care and compassion is imperative. 

Senator Daniel Patrick Moynihan of New York, 
closing his series of lectures at Harvard on children 
and their families, observed that the future of a society 
may be forecast by how it cares for its young. Let that 
sentiment be a challenge to us. Who can foresee the 
achievements of psychiatry in the next hundred years? 
In the year 2090, let it be recorded that in the last years 
of the twentieth century the members of APA made a 
substantial investment in the future, a commitment to 


their children. 
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Herbert Pardes, M.D., 
One Hundred Eighteenth President, 1989—1990 


H. Keith H. Brodie, M.D. 


E ven the barest outline of Herbert Pardes’ early 
years reveals characteristics that have stayed with 
him throughout a crowded and successful professional 
life. Among these are commitment to the highest ideals 
of the healing profession, empathy for the suffering, 
determination, and broad interests that have devel- 
oped an extraordinary talent for integration of per- 
spectives and disciplines. As physician, scientist, 
teacher, and administrator, he has provided us a wor- 
thy model of the psychiatrist as a leader not only of 
psychiatry but of medicine as a whole. 

Born in 1934 in the Bronx, N.Y., Herb Pardes grew 
up in Lakewood, N.J., where his parents owned and 
operated a hotel. He attended the public schools of 
Lakewood and during the summers helped his parents 
run a resort at the Jersey shore, taking his turn at such 
jobs as bellhop, concessionaire, busboy, and head- 
waiter. Because he was a bright student, Herb’s family 
encouraged him to look toward an academic or pro- 
fessional career, but his choice of medicine was prob- 
ably determined quite early by his experience, as a 
young child, with Perthes disease of the hip. At age 7, 
Herb was put in a toe-to-shoulder cast, which he wore 
for 10 months, followed by 2 years in a brace. None- 
theless, because his father believed that “nothing is 
impossible,” he carried his son to baseball games and 
encouraged him to play while still wearing a cast and, 
later, the brace. The feeling of being at risk impressed 
the little boy, as did his father’s “can do” attitude, and 
undoubtedly reinforced his later concept of medicine 
as both a noble profession and a practical avenue to 
solving painful human problems. 

An outstanding student at Rutgers, which he at- 
tended on a scholarship, Herb was offered admission 
at the end of his junior year to the College of Medicine 
of the State University of New York, Brooklyn (Down- 
state Medical Center). But he recalls turning down the 
early acceptance because he realized, while listening to 
a piece of classical music, that he wanted to spend 
more time studying the humanities. After his gradua- 
tion summa cum laude in 1956, Herb did matriculate 
at Downstate. There, he remembers being influenced 


A version of this paper was presented at the 143rd annual meeting 
of the American Psychiatric Association, New York, N.Y., May 
12-17, 1990. Dr. Brodie is the President of Duke University, where 
he is James B. Duke Professor of Psychiatry and Law. Address re- 
print requests to Dr. Brodie, Office of the President, Duke University, 
Durham, NC 27706. 

Copyright © 1990 American Psychiatric Association. 


by outstanding teachers from. the psychiatry depart- 
ment who fanned an interest in abnormal psychology 
that had been sparked at Rutgers. Herb’s medical in- 
ternship at Kings County Hospital, Brooklyn, pro- 
vided convincing evidence of how medical, psycholog- 
ical, and social problems are intertwined in people’s 
lives; this experience, combined with an innate curios- 
ity about “how people tick,” led to his subsequent 
residency in psychiatry, also at Kings County. Unfor- 
tunately, the Berlin crisis intervened, and Herb’s psy- 
chiatric training took an unusual turn in 1962 when he 
was drafted. Herb was sent to Fort Myer, in Arlington, 
Va., where the former first-year psychiatry resident 
found himself chief of the U.S. Army Mental Hygiene 
Clinic. The event proved to be less a comic interrup- 
tion, however, than a valuable opportunity, he says, to 
gain experience “evaluating top brass,” supervising 
clinic personnel, and testifying as an expert witness. 

In 1964 Herb returned to Kings County to complete 
his remaining 2 years of residency. During this time he 
also began training at the New York Psychoanalytic 
Institute (1965—1970), accepted a research fellowship 
and accompanying appointment as Director of Medi- 
cal Science at Downstate (1965—1968), and began his 
private practice (1966—1978). Herb’s swift progres- 
sion at Downstate to Assistant Director of Residency 
Training (1968-1970), Director of the Psychiatric Di- 
vision of the State University Hospital (1971-1972), 
and, finally, Professor and Chairman of the Depart- 
ment of Psychiatry (1972—1975) testify to his extraor- 
dinary talent for leadership. Relatively early in his pro- 
fessional life, he discovered that he had an aptitude for 
administration—an ability to see the big picture and a 
positive delight in quickly organizing the elements of a 
problem and devising solutions. Colleagues also cite 
his understanding of how organizations work and his 
quick political instincts. “Herb Pardes,” says an old 
friend from Downstate days, “should have been a sen- 
ator, not a psychiatrist.” 

Despite his relative youth, Herbert Pardes was able 
to bring to the administrative challenge a background 
in both research and psychoanalysis and a remarkable 
capacity to take the broad view, integrating research, 
education, and clinical work. At Downstate, a large 
and complex institution, Herb’s enthusiasm and 
breadth nurtured a superb, eclectic department. One of 
Herb Pardes’ great talents is his power to be a cata- 
lyst—he is able to draw people out, to get them in- 
volved and excited. The fruit of such a gift is multitu- 
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dinous, but one that should be singled out for its 
impact on medical student education is the textbook 
Understanding Human Behavior in Health and Illness, 
originally coedited with Richard Simons (who says 
Herb talked him into doing the book) and first pub- 
lished in 1977 (1). The two editors identified contrib- 
utors whom they knew to be good teachers and per- 
suaded them to write readable chapters that conveyed 
the human emotional experience as well as the most 
up-to-date information. Herb conceived of the book as 
“a way of passing on good teaching.” This remarkable 
text has strongly influenced departments of psychiatry 
to give medical student education a high priority. 

In 1975 Herb left Downstate to chair the Depart- 
ment of Psychiatry at the University of Colorado Med- 
ical Center in Denver, where he had been offered an 
irresistible opportunity to revitalize the department 
and revamp the curriculum. With 18 positions to fill, he 
was able to hire new people to meet his goal of build- 
ing a diversified program, maintaining support for 
Colorado’s psychoanalytic institute while advocating 
an increase in basic science research. An associate at 
Colorado notes the impact there of Herb’s trademarks, 
eclecticism and speed: “He accomplishes a great deal 
very quickly and then moves on.” From Colorado 
Herb was persuaded to move on by Health, Education, 
and Welfare Secretary Joseph Califano, who recruited 
him for the directorship of the National Institute of 
Mental Health (NIMH) (1978—1984). Herb character- 
izes himself during these years as one who “learned to 
be a federal bureaucrat,” but a more accurate ap- 
praisal would find that Herb Pardes became this na- 
tion’s leading advocate for the mentally ill and for the 
basic research that promises someday to alleviate and 
perhaps even cure zi diseases that cloud their lives. 

As Director of NIMH, Herb Pardes shaped the in- 
stitute into a much more sharply focused, responsive, 
and effective support for American psychiatry. Having 
taken office with the encouragement of the Carter 
White House, and especially Rosalyn Carter, he none- 
theless weathered the more austere days of the first 
Reagan administration, successfully fighting efforts to 
cut funds and presiding over an $84 million increase in 
the NIMH research budget (2). Herb bent his efforts to 
restoring the institute’s credibility: unproductive pro- 
grams were eliminated, service and education func- 
tions were clearly separated, the research portfolio was 
strengthened, and a new emphasis was placed on re- 
search in the neurobiological and behavioral sciences. 

Among Herb’s many contributions while director, 
one effort truly deserves to be called pioneering. 
Through his involvement with and outspoken support 
of citizen advocacy groups, Herb Pardes has contrib- 
uted his leadership to one of the most significant men- 
tal health developments of the 1980s. As a newcomer 
to Washington, he quickly became sensitized to the 
role of lobbying groups in influencing the federal gov- 
ernment, and to the need for constant education efforts 
directed at Congress and federal officials (3). Realizing 
the implications for the future of psychiatry, Herb ac- 
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cepted the role of advisor to the National Alliance for 
the Mentally Ill at its formation in 1979. Subsequently 
a charter member of the National Depressive and 
Manic Depressive Association and currently president 
of the scientific advisory board of the National Alli- 
ance for Research on Schizophrenia and Depression, 
Herb was one of the first among psychiatrists to rec- 
ognize the potential of citizen groups to aid the cause 
of research in mental illness. The partnership of psy- 
chiatrists with the families of their patients is one that 
he believes in and has continued to champion vigor- 
ously since leaving NIMH. Certainly these citizen ad- 
vocacy groups have given psychiatry a political voice 
that it never had before. 

In 1984 Herb left NIMH to accept appointment as 
the Lawrence C. Kolb Professor and Chairman of the 
Department of Psychiatry at Columbia University, 
serving concomitantly as Director of the Psychiatry 
Service at Columbia-Presbyterian Medical Center and, 
until February 1989, as Director of the New York 
State Psychiatric Institute. In March of that year he 
became Vice President for Health Sciences and Dean of 
the Faculty of Medicine at Columbia’s College of Phy- 
sicians and Surgeons. At Columbia Herb once again 
found himself reconciling divergent psychiatric view- 
points, recruiting new faculty, and building an already 
distinguished department toward even greater achieve- 
ments in research—in genetics, imaging technology, 
Alzheimer’s disease, children’s disorders, schizophre- 
nia, suicide, and other areas of national concern and 
scientific promise. As President of APA, Herb has 
brought this continuing emphasis on the scientific as 
well as the humane basis of psychiatry to his Presiden- 
tial columns in Psychiatric News, through reports 
from some of the best researchers in fields ranging 
from schizophrenia and genetics to Alzheimer’s dis- 
ease, eating disorders, and alcoholism. Equally signifi- 
cant has been Herb’s own courage in taking strong 
stands on such controversial topics as AIDS, abortion, 
and animal rights. 

Ever interested in the broad sweep of our profession, 
Herbert Perdes has spoken consistently throughout his 
career for psychiatry rather than psychiatrists. He has 
lived the values that he cherishes in our profession and 
so often cites—values of tolerance and respect for in- 
dividualism, of openness and understanding. In his re- 
sponse to the Presidential address last year, Herb 
stated that he is proud of being a psychiatrist. I think 
it is fair to state for the record that psychiatry is very 
proud of Herbert Pardes. 
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Special Article 


Family Functioning and Major Depression: An Overview 


Gabor I. Keitner, M.D., and Ivan W. Miller, Ph.D. 


The authors review the evidence supporting the idea 
that the family plays a major role in the development 
and course of major depression. They find that the 
family pathology evident during an acute depressive 
episode continues after the patient’s remission; that the 
course of depressive illness, relapse rates, and suicidal 
behavior are all affected by family functioning; and 
that children of depressed parents are at high risk for 
psychopathology. The authors explore unresolved is- 
sues regarding our understanding of the factors medi- 
ating the interaction between major depression and 
family functioning, concluding that there is evidence to 
support family and marital interventions, particularly 
in the treatment of depressed women. 

(Am J Psychiatry 1990; 147:1128-1137) 


he importance of the role of the family in the 

development and course of major psychiatric ill- 
ness has become increasingly recognized over the past 
10 years. Patients with major psychiatric illnesses are 
spending more time with their families because of 
shorter hospital stays for acute episodes and deinstitu- 
tionalization policies that have forced these patients to 
rely more heavily on available family members. At the 
same time, in spite of the dramatic promises of phar- 
macotherapy, a substantial number of patients either 
fail to respond to pharmacotherapy or have residual 
symptoms requiring additional psychosocial care (1, 


The earlier focus on the families of patients with 
schizophrenia has now shifted to include interest in 
what happens to the families of patients with major 
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depression and how aspects of the family life of de- 
pressed patients may in turn affect the depressive ill- 
ness itself. Sufficient empirical work had been done in 
this area to warrant an overview of what we know in 
this new and increasingly important domain. 

The purpose of this paper is to summarize what is 
known about the impact of depression on families dur- 
ing an acute depressive episode, how family function- 
ing changes as the depressive episode remits, and what 
factors in the family environment of depressed patients 
contribute to recovery, relapse, and suicidal behavior. 
We will also review the impact of major depression on 
parenting as well as the effect that major depression 
has on the children of depressed parents. We will re- 
view the evidence for the effectiveness of family treat- 
ments for patients with major depression. Finally, we 
will identify several unresolved issues that may shed 
more light on the factors involved in these interactions 
and guide future directions in research. Our emphasis 
will be on methodologically sound studies that have 
assessed patients with major depression. 


FAMILY FUNCTIONING DURING AN ACUTE 
DEPRESSIVE EPISODE 


One of the problems in trying to study the relation- 
ship between family processes and a relapsing and re- 
mitting illness is that both the family and the illness are 
changing over time. It is critical, therefore, to establish 
time frames when the relationship can be examined, 
both to obtain a clearer perspective on issues of cau- 
sality and to allow for legitimate comparisons with 
other studies. The two most logical time frames for 
such studies are during an acute episode and at the 
time of remission of symptoms. 

There are now many studies documenting the im- 
pact that depression has on the families of depressed 
patients during an acute depressive episode. Two stud- 
ies reported more than 15 years ago (3, 4) have paved 
the way. 


A: 


Weissman and Paykel (3) studied the impact of the 
depression of 40 moderately to severely depressed fe- 
male outpatients on their families. They found that 
these depressed women were more reticent in their 
communications, were more submissive and depend- 
ent, were less affectionate toward their spouses, expe- 
rienced more friction, and argued more frequently 
with their husbands than did nondepressed control 
subjects. These women also experienced more friction 
with their children and were reluctant to discuss per- 
sonal feelings. 

Hinchliffe et al. (4) used direct observational assess- 
ment techniques to assess 20 depressed psychiatric in- 
patients and their spouses during acute depressive ep- 
isodes. Couples including the depressed patients had 
greater levels of negative hostile behavior, more self- 
preoccupation, more negative tension (tense, stutter- 
ing, and emotionally tinged speech), and more at- 
tempts at controlling other people than did couples 
including nondepressed surgical control subjects. 

More recent studies using varied patient groups 
and assessment procedures have also found that fam- 
ilies of depressed patients experience substantial prob- 
lems during the most active phase of the illness. These 
disturbances are evident over a wide range of family 
functions. 

A unique study of 27 depressed female outpatients 
observed in their homes while interacting with their 
families (5, 6) found that these women displayed less 
problem-solving behavior than their husbands and 
were less self-disclosing in their families than nonde- 
pressed women (5). These depressed women and their 
families appeared to be locked into an interacting style 
that promoted high rates of aversive interchanges 
among family members (6). 

Marital difficulties in depressed women were also 
identified in a study comparing family relationships in 
50 depressed women and 40 nondepressed women 
from working-class families (7). The marriages of the 
depressed women were significantly worse than those 
of the control subjects, particularly because of the 
depressed wives’ greater need for both intimacy and 
support. 

Our research group (8) found that 43 depressed in- 
patients and their families reported significantly more 
dysfunction than did 29 nonpsychiatric control fami- 
lies, particularly in the area of family communications 
and problem solving. Sixty-four percent of the families 
of depressed patients felt that their overall functioning 
was impaired (9). 

It is not surprising that during the acute phase of an 
illness the patient’s family is upset and feels more 
strain than “normal” or control families. However, a 
number of studies suggest that depressive illness is as- 


= sociated with more family distress and impairment 


than are other psychiatric illnesses and some medical 
conditions. 

In our studies, the families of patients with major 
depression consistently showed more impaired family 
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functioning than families of patients with alcohol de- 
pendence, adjustment disorders, schizophrenia, or bi- 
polar disorder (10). A similar finding was reported by 
Crowther (11), who compared family functioning in 
27 inpatients with major depression with family func- 
tioning in patients with schizophrenia, bipolar disor- 
der, anxiety disorder, and alcohol abuse. Crowther not- 
ed that depressed patients reported significantly more 
marital maladjustment and desired significantly more 
changes in their marriages than did the other psychi- 
atric inpatients, findings confirmed by the patients’ 
therapists. 

A comparison with other chronically remitting and 
relapsing illnesses is also informative. Bouras et al. (12) 
found that depression had a much greater impact on 
the marital life of depressed outpatients from the pa- 
tients’ and the spouses’ points of view than did rheu- 
matoid arthritis or cardiac illness. 

The presence of a depressed family member has a 
major impact on other family members. Increased at- 
tention is being given to the difficulties experienced by 
family members having to cope on a daily basis with a 
depressed relative. Coyne et al. (13) noted that over 
40% of adults living with a patient experiencing a de- 
pressive episode were distressed themselves to the 
point of meeting criteria for therapeutic intervention. 
Family members found the patient’s lack of interest in 
social life. fatigue, feelings of hopelessness, and con- 
stant worrying to be the aspects most disturbing for 
them. The burden on family members was felt most 
substantially during the acute episode. Fadden et al. 
(14) found that the negative effects rather than the 
florid symptoms of mental illness were the most prob- 
lematic for family members, who resisted attributing 
the patients’ worrying, social withdrawal, irritability, 
and nagging to the mental illness itself. 

In sum, studies using various methodologies and 
fairly diverse groups of patients have consistently 
shown that during an acute episode the families of 
patients with major depression experience substantial 
difficulties in many areas of their family life. Commu- 
nications in the family are particularly problematic, 
especially appropriate self-disclosure by the depressed 
patient. Depressed women tend to be aversive to others 
and exhibit impaired parenting; the families as a whole 
experience difficulties in their ability to solve problems. 
Overall, the families of depressed patients appear to 
experience more difficulties than do families of patients 
with schizophrenia or bipolar illness or families of pa- 
tients with rheumatoid arthritis or cardiac disease. 


FAMILY FUNCTIONING AT REMISSION 


The finding of family disturbances during acute de- 
pressive episodes leads to the following questions. Do 
the difficulties reported during an acute episode reflect 
the family’s response to the patient’s depression or do 
they represent a more chronic pattern of family dys- 
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function? More specifically, does family functioning 
change after recovery from the acute episode? If so, 
does family functioning return to a “normal” level af- 
ter the acute episode has been resolved? 

Studies of depressed outpatients (15—17) as well as 
inpatients (9, 18, 19) have shown that family function- 
ing improves as depression remits, although the fami- 
lies still experience more dysfunction than nonclinical 
families. They still report significantly poorer function- 
ing than control families, particularly in their ability to 
solve problems, to communicate with each other, and 
to feel generally satisfied with their overall functioning 
(9). 
In general, there is striking consistency in the find- 
ings of studies that have examined changes in family 
functioning as a depressive illness remits. Even as de- 
pressive symptoms decrease and family functioning 
improves over time, these families continue to experi- 
ence more problems than nonclinical'families. It seems 
evident that continued work with and support for 
these families are warranted even after the depressive 
episode has subsided. It is still not clear, however, to 
what extent the ongoing problems in these families are 
a function of the depressive illness itself rather than 
other factors. 


FAMILY FUNCTIONING AND THE COURSE OF 
DEPRESSIVE ILLNESS 


Recovery 


A further question concerns the relationship of fam- 
ily functioning to the course of depressive illness. Is 
family functioning associated with recovery rates? 
More specifically, are patients with poor family func- 
tioning during the acute phase of the illness more likely 
to have a slow rate of recovery? Does change in the 
quality of family life have any bearing on the course of 
depressive illness? Only four studies (9, 20—22) have 
addressed this issue. 

Rounsaville et al. (20) reported that a reduction in 
the number of marital disputes was associated with 
improved depressive symptoms and social functioning 
after 8 months of individual psychotherapy in de- 
pressed female outpatients. From a different perspec- 
tive, Corney (21) noted that women who had major 
marital problems were more likely to be depressed at 
follow-up than those with good relationships and that 
women with no or minor marital problems improved 
more quickly than those with marital difficulties. 

We found that among depressed inpatients who had 
recovered, those patients with families who improved 
in their general functioning had a significantly shorter 
time to recovery (4.1 months) than patients of families 
who did not improve (8.1 months) (9). Also, patients 
in families that improved in their communication, 
roles, and affective involvement showed nonsignificant 
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trends toward having a shorter recovery time. There- 
fore, although family functioning during an acute ep- 
isode was not associated with speed of recovery among 
recovered patients, positive changes in overall family 
functioning during the course of illness were associated 
with faster recovery times. 

Swindle et al. (22) assessed the effects of psychoso- 
cial factors on the course of unipolar depression in a 
large group of outpatients and inpatients (N=352). 
Assessments were made during an acute episode and at 
1-year and 4-year follow-ups. Swindle et al. concluded 
that a concurrent medical condition in the patient and 
family conflict at the index episode consistently pre- 
dicted poorer long-term outcome for the depression. 

Despite the very limited number of studies that have 
investigated the relationship between family function- 
ing and recovery from depression, the available data 
suggest that problematic family functioning is associ- 
ated with lower rates of recovery and slower recovery 
among patients who do recover. However, it is not 
possible to distinguish whether this association be- 
tween family functioning and recovery occurs because 
impaired family functioning affects the patient’s de- 
pression or because a chronic course of depression pro- 
duces greater family impairment. 


Relapse 


Another critical question is whether the quality or 
type of family functioning is associated with relapse. 
That is, are patients in certain family environments 
more likely to have higher or lower rates of relapse? 
Two studies (23, 24) have investigated this issue. 

Vaughn and Leff (23) reported that depressed pa- 
tients whose family members had high levels of ex- 
pressed emotion—critical, hostile, or emotionally 
overinvolved attitudes expressed by key relatives in 
reference to the depressed patient—were three times as 
likely to relapse within 9 months as were patients 
whose relatives had low levels of expressed emotion. 
Similar results were found in a replication study by 
Hooley et al. (24). Over a 9-month follow-up period, 
Hooley et al. found that 59% of the patients whose 
spouses had high levels of expressed emotion relapsed 
but that no patients living with spouses with low levels 
of expressed emotion did so. Furthermore, depressed 
patients tended to relapse at lower levels of criticism 
than did schizophrenic patients. Interestingly, of the 
nine patients in homes with high levels of expressed 
emotion who did not relapse, seven were men. 

Expressed emotion is time-consuming to measure. In 
an attempt to find related but more easily assessed 
relationship variables that may predict relapse in de- 
pressed patients, Hooley and Teasdale (25) examined 
the predictive utility of two other family measures— 
marital distress and perceived criticism—in the same 
group of patients used to study expressed emotion 
(24). Marital satisfaction was measured by using the 
Dyadic Adjustment Scale (26). Perceived criticism was 
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assessed on a 10- -point Lykert-type scale in response to 
the question, “How critical is your spouse of you?” 
Although all three family variables were significantly 
associated with 9-month relapse rates, the single best 
predictor of relapse was the patients’ views of their 
spouses’ criticalness. These results strongly suggest 
that a simple way to identify depressed patients at high 
risk for relapse is to ask them how critical they feel 
their relatives are toward them. 

It is becoming increasingly apparent that a support- 
ive, nonstressful social environment is important in 
sustaining remissions. Provoking factors like stressful 
life events are associated with a higher risk of relapse, 
especially in the presence of long-term vulnerability 
factors such as lack of supportive social networks (27) 
and even independent of ane of depressive symp- 
toms (16). Although conflict in the family is associated 
with relapse, an open supportive discussion of feelings 
and problems in the family may predict lower rates of 
rehospitalization (28). 

Again, despite the limited number of studies, the 
available data suggest that the family environment in 
which depression evolves does have a substantial rela- 
tionship to the likelihood of recurrence of a depressive 
episode. A stressful, unsupportive, and, particularly, a 
critical social environment have been found consis- 
tently to be associated with a higher rate of relapse. 
However, as with the relationship between family 
functioning and recovery, it is impossible to separate 
cause from effect in these studies. 


SUICIDE AND FAMILY FUNCTIONING 


Studies focusing on familial factors in suicidal be- 
havior have tended to explore genetic associations, loss 
of family members, and nonspecific family stresses (29— 
31). Very few studies have attempted to assess the in- 
trafamilial environment within which suicidal behav- 
ior emerges. 

Our research group found that depressed inpatients 
who attempted suicide perceived their family function- 
ing to be worse than did their families (32). Suicidal 
patients also viewed their families more negatively 
than did depressed nonsuicidal inpatients, who actu- 
ally viewed their family functioning more positively 
than did their family members (32). 

In a 2-year follow-up study (33) we attempted to 
delineate which psychosocial factors were related to 
subsequent suicide attempts in depressed patients. We 
found that previous suicide attempts, interepisodic 
adjustment, changes in family constellation, and a neg- 
ative perception of family functioning were charac- 
teristic of depressed patients with recurrent suicide 
attempts. 

Although suicide attempts are certainly multideter- 
mined acts, family functioning may be one of the im- 
portant influences that help to explain why a minority 
of depressed patients attempt suicide while the major- 
ity do not. 
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CHILDREN AND PARENTING 


The repeated findings of impaired family function- 
ing in patients with major depression raise additional 
questions. What happens to the children of depressed 
parents? How is their upbringing affected by the pa- 
tient’s depression? Are these children at higher risk for 
psychopathology? Is the greater risk of psychopathol- 
ogy in these children a function of their parents’ spe- 
cific illness or is it a nonspecific effect of distress in the 
family? 

A number of review articles (34-36) have concluded 
that 1) depressed parents have impaired relationships 
with their children, 2) these impairments are greater in 
the families of depressed patients than they are in the 
families of nonclinical subjects, 3) there is a negative 
relationship between a parent’s depressive mood and a 
child’s functioning, and 4) the homes of depressed chil- 
dren are characterized by family discord and parental 
rejection. 

An increasing number of controlled studies have 
looked at the issue of the impact of parental affective 
disorder on children. The results of these studies (37— 
43) have been very consistent with previous findings of 
the negative impact of parental depression on children. 

Rates of major depression in the children of parents 
with affective disorder range from 23% to 38%, in 
contrast to ranges of 11%—24% in control families; 
rates of any DSM-III diagnoses in children of de- 
pressed parents range from 65% to 73%, as opposed 
to 52%—65% in control families (40, 44, 45). In ad- 
dition, it has been noted (40) that children of depressed 
parents have a younger age at onset of depression (12— 
13 years) than do children of normal parents (16-17 
years). 

It is not clear to what extent a child’s psychopathol- 
ogy is a function of the parent’s depressive illness or of 
the presence of any psychiatric or medical disorder 
(38, 39, 41). Generally, psychiatric illness appears to 
create a greater burden than do nonpsychiatric ill- 
nesses (43), but this may not be specific to depression. 
The severity and chronicity of the parent’s illness also 
have substantial effects on the child’s psychopathology 
and functioning (41, 44). 

From a different perspective, depressed women com- 
plain of difficulties in coping with unruly and disobe- 
dient behavior in their children (7). They also report 
high levels of inconsistency in discipline and control 
and tend to be highly protective of their children (39). 
It may be that a positive family environment (low lev- 
els of stress and high levels of support) is associated 
with lower rates of disturbance in the children (37). 
However, even in families where the parent’s depres- 
sion is remitted, children still function more poorly 
than do children in nonclinical control families (46). 

Overall, the findings of these studies are consistent 
in highlighting the substantial impact that major de- 
pression in a parent has on the functioning of children 
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in these families. These children appear to be at much 
higher risk not only for affective illness but for psycho- 
pathology in general. 

The cause of the higher rate of psychopathology in 
children of depressed parents is not clear. Both genetic 
and psychosocial factors have been hypothesized to be 
relevant (47, 48). Genetic vulnerability has been most 
clearly established for severe unipolar depression (49). 
However, no studies have been conducted comparing 
the relative strength of genetic and psychosocial fac- 
tors. Similarly, the direct contribution of family envi- 
ronment to child psychopathology has not been inves- 
tigated. Despite this lack of direct evidence, it seems 
reasonable to hypothesize that there is an interactive 
effect among genetic vulnerability, deficient parenting 
skills, and overall family environment which contrib- 
utes to the psychopathology in the children of de- 
pressed parents. Specific parental diagnosis, severity 
and chronicity of the affective illness, and the nonspe- 
cific stresses and strains brought about by having an ill 
parent appear to increase the risk. 


TREATMENT 


Since evidence for the substantial impact that de- 
pression has on the families of depressed patients and 
the role of the social environment on the course of 
depressive illness has only recently been established, it 
is not surprising that there are few controlled studies of 
family interventions with patients suffering from major 
depression. 

One of the earliest studies of marital treatment for 
patients with depression was undertaken by McLean et 
al. (50). Their purpose was to determine whether a 
behavioral approach to the treatment of depressed pa- 
tients and their spouses, with particular emphasis on 
modification of verbal interactional styles in addition 
to social learning training using behavioral contracts, 
would be more effective than standard community 
treatment. The experimental group receiving the be- 
havioral marital treatment showed a more significant 
reduction of problematic behaviors, depressive symp- 
toms, and negative actions and reactions than did the 
comparison group. In another study using small num- 
bers of patients, Beach and O’Leary (51) noted that 
marital therapy showed promise in alleviating both de- 
pression and marital discord. 

In the first well-controlled study comparing the ef- 
fectiveness of an antidepressant drug (amitriptyline), 
marital therapy, and the combination of the two, 
Friedman (52) found that the combination of the drug 
and marital therapy was more effective than either 
treatment administered separately. Drug therapy was 
faster and more effective in relieving symptoms and 
clinically improving the depression, and marital ther- 
apy was more effective in improving role task perfor- 
mance and perception of the marital relationship. Im- 
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portantly, the patient group that received amitriptyline 
and marital therapy showed more improvement than 
any of the other three groups (drug plus minimal con- 
tact, placebo plus marital therapy, placebo plus mini- 
mal contact). 

A randomized clinical trial of family intervention for 
inpatients with schizophrenia or affective disorders 
was undertaken by the family research group at the 
Payne Whitney Clinic (53—55). This study attempted 
to determine whether the inclusion of a family inter- 
vention package added any benefit to standard hospi- 
tal treatment. The family intervention consisted of six 
psychoeducational family sessions over a 5-week hos- 
pital stay. These sessions were reality oriented and 
dealt with practical problems. The standard hospital 
treatment included a diagnostic workup, group ther- 
apy, milieu therapy, activity therapies, and pharma- 
cotherapy. Patients were randomly assigned to hospi- 
talization with or without the inpatient family 
intervention. The family intervention was provided by 
a social worker on the unit together with the psychol- 
ogy intern or psychiatry resident. Overall, the study 
found that at discharge from the hospital the inpatient 
family intervention had a positive effect on female pa- 
tients with schizophrenia or affective disorders and 
their families. This positive effect was sustained at 6- 
and 18-month follow-up. Surprisingly, not only was 
there no benefit but actually a slight worsening found 
with the family intervention for male patients. 

Marital therapy may be selectively helpful for de- 
pressed patients who are involved in problematic rela- 
tionships. In an unpublished 1987 paper, Jacobson et 
al. reported that patients with marital problems had 
lower relapse rates when given a treatment package 
including marital therapy and that patients without 
marital problems did not require marital intervention. 

Group therapy with the families of patients with 
major depression has become increasingly popular 
over the past 5 years. In an attempt to tease out the 
active ingredients in these large-group formats, Ander- 
son et al. (56) randomly assigned inpatients with af- 
fective disorders and their families to either a multiple- 
family group with a process orientation emphasizing 
support and self-help or a psychoeducational group 
emphasizing information about the illness. Both types 
of groups were found to be useful and desirable for the 
inpatients; very little difference was found between the 
two formats. The families of the patients receiving the 
psychoeducational program, however, were more sat- 
ished with their experience. 

In summary, preliminary evidence suggests that add- 
ing a family approach to the treatment of major de- 
pression may be helpful, especially for depressed fe- 
male patients who are experiencing marital turmoil. 
Further research in this area is sorely needed, given the 
paucity of well-designed studies, the prevalence of the 
disorder, and the substantial family dysfunction asso- 
ciated with it. 
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UNRESOLVED ISSUES 


It is evident from the literature reviewed that the 
families of patients with major depression have sub- 
stantial impairments in family functioning during 
acute depressive episodes and also during remissions. 
Several issues remain unresolved and need further clar- 
ification, however. Particular issues requiring further 
study relate to the heterogeneity of depressive families, 
the congruence among perceptions of different family 
members, the instruments used to assess family func- 
tioning, sex differences in depressive illness, and the 
causal relationship between family functioning and 
major depression. 


Heterogeneity 


Although DSM-III has helped to define depressive 
illness more precisely, major depression most likely 
consists of a number of different disorders. In addition, 
the psychopathological problems of patients with ma- 
jor depression and of their families (57) differ clini- 
cally. At present, there is little research support for the 
hypothesis that a particular family constellation or in- 
teractional style invariably leads toward or is associ- 
ated with major depression. Factors such as the pre- 
morbid functioning of the family, the developmental 
stage of the family, the health of other family members 
(particularly the presence or absence of psychiatric ill- 
ness), the family’s social and financial situation, and 
the availability of external supports may all bear on 
the family’s level of functioning and capacity to deal 
with crises, including an affective episode. The issue of 
assortative mating (58) may also influence the burden 
felt by other family members and the support available 
to the depressed patient. 

Nonfamily factors may also have a major impact on 
a family’s response to depressive illness. There is 
marked heterogeneity in the patients themselves. No- 
table complicating factors are the finding of concurrent 
dysthymia and/or personality disorders of various 
types (59, 60). What is the importance of the presence 
of such coexisting axis II diagnoses (61, 62)? Some 
depressive disorders coexist with a variety of other axis 
I and axis III disorders as well. This comorbidity has 
been found to have an additional deleterious effect on 
family functioning and on recovery rates (22, 63). 
Most of the literature on comorbidity of depression 
and medical conditions explores the prevalence of de- 
pression and its impact on a variety of medical ill- 
nesses. Few have focused on the impact of medical 
illnesses on depression. 

Current studies have paid little attention to these 
issues of heterogeneity. However, in the absence of 
studies investigating the relationship between family 
functioning and these other characteristics of de- 
pressed patients and their families, it is not clear 
whether family dysfunction is an independent prog- 
nostic factor or is an epiphenomenon strongly associ- 
ated with other particular features or subgroups of 
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depressed patients. This question has important impli- 
cations regarding the most appropriate focus of treat- 
ment interventions. Studies investigating these issues 
are clearly needed. 


Measurement of Family Functioning 


One of the difficulties in reviewing studies of de- 
pressed families is that many different instruments are 
used to assess marital and family satisfaction, adjust- 
ment, and functioning. It is beyond the scope of this 
paper to review all of these instruments. Some are well 
validated and psychometrically tested (64—68). Others 
were not primarily designed or validated to assess fam- 
ily functioning, although some of their subscales have 
been used for that purpose (69). Still others were de- 
signed for a particular study and do not have much 
psychometric support (70, 71). The instruments range 
from questions concerning general satisfaction (26, 68) 
to schedules assessing multiple aspects of family life 
(64-66, 72). The relative validity of the results re- 
ported is very difficult to assess accurately. 

It is unclear whether the same or similar family pro- 
cesses are being measured in these studies and to what 
extent the findings from the different studies can be 
merged. It is all the more striking, therefore, to note 
the remarkable uniformity of findings in different stud- 
ies using widely disparate measures. Generally, almost 
all studies agree that families of depressed patients 
experience substantial disturbances through all of the 
stages of the illness. 

A second problem in the assessment of families is 
that very few studies have actually attempted to eval- 
uate family functioning using objective measures. 
Most studies have used the perceptions of family mem- 
bers as a reflection of family functioning. Only a few 
have attempted to observe and rate these families using 
trained interviewers (4, 24); fewer still have attempted 
to observe depressed patients in their own home envi- 
ronments (5, 6). Without such studies, it is difficult to 
separate actual family dysfunction from potential neg- 
ative biases on the part of depressed patients. 


Congruence of Perceptions Between Patients and 
Other Family Members 


In describing and measuring family functioning, the 
issue of weighing the varying perspectives of family 
members creates a difficult methodological problem. 
Should one describe each family member’s perception 
and give each equal weight? Should this be the same 
whether there are two family members or six? Should 
the same weight be given to the perceptions of children 
as to those of parents or grandparents? There are no 
easy answers to these questions. 

Overall, studies have suggested that there is in fact 
good congruence between a depressed patient’s de- 
scription of his or her family functioning and that of 
other family members (19, 46). 

For the sake of simplicity, our approach has been to 
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use mean family scores in our preliminary analyses. 
Discrepancies between the patients’ perceptions and 
those of other family members, however, can be an 
important indication of particular types of problems. 
We have found, for instance, that'a discrepancy in 
perception of the family environment between the de- 
pressed patient and other family members is strongly 
associated with suicide attempts (32). 

At this point, we do not know the best way to report 
family assessment measures. Further research is needed 
to determine not only how common agreement be- 
tween family members is but what disagreement im- 
plies for the course of the illness, potential for relapse, 
and other clinical or theoretical issues. 


Sex Differences 


The suggestion of differences in the responses of 
male and female patients to depressive illness is of con- 
siderable interest. It is well-known that the prevalence 
of depression in women is two to three times higher 
than it is in men (73). Partly because of this disparity, 
most studies investigating depression and family func- 
tioning have focused on female patients. The few that 
have not have provided mixed results in terms of dif- 
ferential patterns between men and women in response 
to a depressive episode (6, 11, 18, 38, 44, 55). 

Overall, marriage appears to be less protective for 
women than for men (74). Married men, for instance, 
have consistently lower rates of affective disorders 
than single men, but married women do not have 
lower rates than single women (75). The woman’s role 
also appears to be more critical than does the man’s in 
terms of the impact of depression on children. A fa- 
ther’s depression has no effect on the attachment be- 
tween his children and their mother (38) and has a 
negligible association with his children’s adaptive 
functioning (44). Given the disproportionately impor- 
tant role of women and mothers in families, perhaps it 
is not surprising that children in families with de- 
pressed mothers direct more aversive behavior at the 
mothers than they do at the fathers (6). 

Consistent with these findings, depressed men tend 
to rate their marriages as significantly better adjusted 
than do depressed women (11). As the depression re- 
solves, depressed men tend to show a greater shift in 
reducing tension with their partners than do depressed 
women (18). 

It is interesting to note that family interventions not 
only may be more successful when the patient is a 
woman but may actually lead to some worsening with 
male patients (55). It may be that female patients need 
greater support in order to maintain their multiple role 
functions within the family. 

The question of sex differences in depression re- 
mains unresolved (76) but certainly deserves further 
research. Attempts should be made to study more fam- 
ilies with a male depressed patient to delineate more 
clearly what happens in these families and how they 
differ from those with a female depressed patient. In 
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particular, the suggestion that differential treatment in- 
terventions may be indicated depending on the sex of 
the identified patient needs to be pursued. 


Causality 


Jt is not certain whether problematic family relation- 
ships predispose to or facilitate the emergence of de- 
pressive illness or whether the depressive illness and its 
attendant impact on patients’ interpersonal styles cre- 
ate family difficulties in coping. There is evidence to 
support both points of view. In addition, the combi- 
nation of a number of different stressors can obviously 
have an additive effect in leading to family dysfunc- 
tion. Rounsaville et al. (15), for instance, suggested 
that the marriages of depressed women tended to be 
either good or disturbed over time. They also found 
that when women who had had disputes with their 
husbands divorced and remarried, they had disputes 
with their new husbands as well. Since a number of 
depressed patients are able to sustain good marriages, 
the personality of the depressed person rather than the 
illness itself may be responsible for the marital strain. 

The individual characteristics of depressed patients 
may create problems for family members, rather than 
the family environment being destructive to the patient 
(6). The patient’s level of depression may be less in- 
volved in creating family and interpersonal distur- 
bances than factors intrinsic to the situation and the 
personalities of the family members involved (77, 78). 
In fact, there is evidence to suggest that marital distress 
itself may affect the severity of depression (79). Up to 
70% of depressed patients reported that their mar- 
riages were poor before the onset of depression (80, 
81). A variety of factors that are antecedents or se- 
quelae of depression may lead indirectly to depression 
through their effect on the quality of the marital rela- 
tionship (82). 

In fact, the question of causality may be the wrong 
question to ask. There is no reason to assume a single 
linear relationship between depression and family 
functioning. It seems more likely that a mutually rein- 
forcing negative pattern of interaction between patient 
vulnerability and family competence may prove a more 
useful model (see figure 1). 

For a variety of reasons, certain patients are vulner- 
able to developing major depression. Their vulnerabil- 
ity may be genetically based and may be precipitated 
by a number of factors, such as illnesses, life events, 
personality variables, and early life experiences. On 
the other hand, there is a range of competence within 
families that is influenced by a variety of factors, in- 
cluding socioeconomic status, family composition, 
availability of social support, presence or absence of 
other psychiatric and/or medical illnesses, and current 
life events. 

A patient’s vulnerability may be readily influenced 
by family issues and forces at play at a given time. By 
the same token, a family’s competence may be com- 
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FIGURE 1. Depression Model: Interaction Between Patient Vulnerability and Famlly Competence 
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promised greatly by the illness, particularly an affective 
illness, of one of its members. 

According to this model, then, a patient who is vul- 
nerable to major depression develops a depressive ep- 
isode. The depressive episode may have been caused by 
a variety of factors including family dysfunction. The 
family is now in the position of having to respond to 
the patient’s illness. If the family is able to respond 
effectively, the depressive illness may last a relatively 
short time and may more readily remit. Conversely, if 
the family is unable to respond adequately to the pa- 
tient’s affective illness because of its own difficulties, 
there is evidence to suggest that the depressive episode 
will be prolonged and the patient will be more likely to 
relapse into subsequent episodes of depression. These 
subsequent episodes of depression may further impair 
the family’s competence to cope, thereby setting up a 
vicious cycle. Patient vulnerability and family compe- 
tence, therefore, can be seen as mutually reinforcing 
forces that may act either to further the depressive 
illness or provide a way of lessening its impact and 
tendency to recur. 

This model not only allows for but in fact calls for 
interventions that address both the patient’s vulnera- 
bility and the family’s competence. The patient’s vul- 
nerability can be diminished with the aid of individual 
psychotherapy and psychopharmacological agents. 
The family’s competence can be reinforced through the 
use of family intervention techniques, including psy- 
choeducational groups, family therapy, and self-help 
support programs. The critical point is that both as- 
pects of the system need to be addressed to deal ade- 
quately with this mutually reinforcing pattern. 


CONCLUSIONS 
What do we know about the relationship between 


major depression and family functioning? The avail- 
able evidence supports a number of conclusions. Sub- 
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stantial family dysfunction is a common accompani- 
ment of an acute depressive episode. Even with 
remission of the depression, family strain often per- 
sists. Ongoing family problems, particularly if mani- 
fested by excessive criticism of the patient and an un- 
supportive family environment, are associated with a 
prolonged course of the depression, a greater tendency 
to relapse, and possibly a higher risk for suicide. Chil- 
dren of depressed parents are at high risk for both 
affective and nonaffective psychopathology. 

It seems evident that the family system should be 
understood and worked with when treating a person 
with major depression. Unfortunately, it is not clear at 
this time what particular types of family approaches 
are most appropriate and for which patients. Studies 
assessing the usefulness of adding family therapy to the 
pharmacological and individual psychotherapeutic 
treatment of major depression are needed. 

In the meantime it seems reasonable to develop a 
heightened awareness of the social context in which 
affective illness emerges and evolves. There is a danger 
of losing sight of this broader psychosocial reality with 
our increasing focus on neurochemical, neurophysio- 
logical, and pharmacological issues in the understand- 
ing and treatment of depressive illnesses. 
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Regular Articles 


Continuous Versus Targeted Medication in Schizophrenic 
Outpatients: Outcome Results 


William T. Carpenter, Jr., M.D., Thomas E. Hanlon, Ph.D., 
Douglas W. Heinrichs, M.D., Ann T. Summerfelt, B.S., Brian Kirkpatrick, M.D., 
Jerome Levine, M.D., and Robert W. Buchanan, M.D. 


The authors report on the outcome of treatment of 
116 outpatients with chronic schizophrenia who were 
assigned to a 2-year, single-blind course of treatment 
with either targeted or continuous medication. These 
patients were not restricted to those who were good 
candidates for a medication reduction strategy. Con- 
tinuous medication was superior to targeted medica- 
tion in preventing decompensations and hospitaliza- 
tions and in extent of employment at 2 years. Other 
measures of psychopathology and functioning at 1 and 
2 years did not differentiate the two groups of patients. 
The targeted approach achieved a substantial reduc- 
tion in total medication through a, reduction in the 
number of days of medication administration. 

(Am J Psychiatry 1990; 147:1138-1148) 


he efficacy of neuroleptic drugs for reducing 

symptoms and preventing relapse in schizophre- 
nia is clearly established and widely accepted. How- 
ever, there is growing appreciation of the limitations 
and drawbacks of these agents. They carry a risk of 
substantial side effects, including severe movement dis- 
orders, which correlates with lifetime exposure (1). In 
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addition, important aspects of the psychopathology of 
schizophrenia, such as deficit symptoms, respond 
poorly to or may even be exacerbated by neuroleptics 
(2—4). Consequently, there has been increasing interest 
in developing viable clinical management alternatives 
to long-term, high-dose neuroleptic drug maintenance 
and prophylaxis. One approach explored by some in- 
vestigators is the use of continuous medication at doses 
considerably below those traditionally viewed as ther- 
apeutic (S—8). Using a noncontinuous, or intermittent, 
approach, we and others have attempted to reduce cu- 
mulative neuroleptic doses by administering medica- 
tion only during episodes of symptom exacerbation 
(9-13). 

The rationale for the intermittent, or targeted, ap- 
proach has been detailed elsewhere (10, 14, 15). Con- 
siderations supporting the plausibility of a targeted- 
medication approach include the episodic nature of 
psychotic symptoms in many schizophrenic patients 
and the fact that during remission neuroleptics have 
primarily a prophylactic function (16). In addition, 
identifiable symptoms and/or behavioral patterns typ- 
ically presage psychotic episodes (14, 17—19), allowing 
time for rapid reintroduction of neuroleptic medica- 
tion in an attempt to abort a full psychotic relapse. 
Finally, observations of two prominent European cli- 
nicians, Bleuler (20) and Ciompi (21), revealed that good 
outcome in the long-term was not dependent on the 
continuous administration of neuroleptic medication. 

In the first uncontrolled trial of the targeted-medi- 
cation approach, Herz et al. (9) evaluated targeted 
medication as an alternative to maintenance medica- 
tion in a group of stable schizophrenic outpatients who 
had successfully completed an 8-week drug washout 
period. During the experimental treatment phase, 
which included group therapy, medication was admin- 
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istered under increased psychiatric surveillance only 
when a patient pasta ae tl early signs of relapse. Pa- 
tients were closely monitored for prodromal signs, es- 
pecially at times of stress, and significant others as- 
sisted in the observation process. Overall findings 
based on the treatment and nonblind observation of 13 
stabilized patients over periods ranging from 13 to 45 
weeks demonstrated the feasibility of the targeted- 
medication approach. 

We reported preliminary data from the first con- 
trolled study of targeted medication in 1983 (10), and 
we reported the final results of the first phase of this 
project in 1987 (12). In the latter study we compared 
patients randomly assigned to either continuous drugs 
and standard clinical care (N=21) or targeted medica- 
tion and enhanced psychosocial treatment (N=21). 
Outcome results of the 2-year trial were Similar for the 
two groups of patients, but substantial drug reduction 
was accomplished in the experimental group. 

The most recently reported study of the targeted 
drug approach is that of Jolley et al. (13), who con- 
ducted a double-blind, controlled trial of placebo ver- 
sus standard-dose fluphenazine depot injections in the 
treatment of two groups of 27 randomly assigned re- 
mitted schizophrenic outpatients with good prognosis. 
Over a 1-year study period, oral haloperidol was ad- 
ministered to all patients when prodromal symptoms 
occurred. Treatment of these symptoms continued for 
up to 2 weeks unless relapse occurred; treatment of 
relapse was continued until 4 weeks after the remission 
of symptoms. Although prodromal episodes and re- 
lapses (the recurrence of schizophrenic symptoms) 
were more frequent in patients given placebo injec- 
tions, only three placebo patients were hospitalized 
during the 1-year study; two patients given continuous 
fluphenazine were hospitalized during this period. De- 
spite the higher rate of recurrence of psychotic symp- 
toms in the placebo- or intermittent-treatment group, 
there were no overall differences between this group 
and the group that received fluphenazine maintenance 
in regular bimonthly ratings of psychotic symptoms 
and global assessments of psychopathology and social 
functioning. Although requiring more oral medication, 
the intermittent-treatment group, as expected, was 
given significantly less total medication (in terms of 
haloperidol equivalents). This group also experienced 
fewer extrapyramidal side effects and showed a trend 
toward less tardive dyskinesia. The investigators 
viewed their findings as an indication that intermittent 
treatment is a viable alternative to continuous oral or 
depot treatment for schizophrenic patients who are 
less ill and clinically stabilized. 

The general hypothesis prompting clinical trials of 
targeted administration of antipsychotic drugs to pa- 
tients with schizophrenia rests on two propositions: 1) 
that targeted drug administration is an effective alter- 
native strategy and 2) that benefits are associated with 
medication reduction. We previously demonstrated an 
extensive similarity over a 2-year course of treatment 
between targeted medication embedded in enriched 
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psychosocial clinical care and standardly administered 
continuous medication (12). The feasibility of the tar- 
geted-medication approach having been determined in 
that initial work, the primary aim of the present study 
was to isolate the comparative pharmacological effects 
of targeted versus continuous administration of medi- 
cation by implementing both procedures within a con- 
text of enriched psychosocial care, with emphasis 
placed on early intervention in cases of relapse. 


METHOD 


This single-blind, randomized block, longitudinal 
study compared the efficacy of two pharmacological 
strategies, targeted and continuous administration of 
medication, in the treatment of schizophrenic outpa- 
tients over a 2-year period. A placebo control group 
was not used in the study design for reasons that 
seemed persuasive at the time of initiation of the study. 
To answer questions with regard to cooperation and 
feasibility associated with the targeted administration 
of medication and to obtain baseline information 
about the frequency of appearance of prodromal 
symptoms under drug-free conditions, we felt it impor- 
tant that targeted medication be prescribed as it would 
be in actual clinical practice. In addition, because the 
approach was dependent on early recognition of symp- 
toms, we felt that both patients and their relatives 
would be especially vigilant in the recognition of 
change in symptoms and/or functioning if the patients 
were not receiving placebo medication. To minimize 
bias in the evaluation of outcome, assessments were 
completed by an evaluator blind to the treatment ad- 
ministered in any given case. 


Subjects 


Most of the patients in our outpatient program are 
accepted for evaluation and treatment on discharge 
from a psychiatric hospital unit; some patients are re- 
ferred from a community clinic or practicing psychia- 
trist. The shared starting point in the study was that all 
patients had had a recent psychotic episode and were 
in some intermediate stage of recovery. Patients were 
referred from a variety of sources, but the majority of 
referrals were from the two state psychiatric hospitals 
serving the immediate geographic area. 

Patients who had been psychotic for less than 2 
weeks and who showed no evidence of prodromal or 
residual symptoms were not accepted for the study. 
Other exclusion criteria included evidence of an or- 
ganic brain disorder, recent evidence of alcoholism or 
clinically significant drug abuse, poor physical health, 
a recent history of a major medical illness, or a sub- 
stantial language or hearing problem that would in- 
terfere with participation in evaluation or treatment 
routines. Patients were selected as appropriate for 
long-term neuroleptic therapy but were not specifically 
defined as good candidates for drug reduction. 
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Pending suitability and mutual agreement, the pa- 
tient and either a family member or significant other 
were seen by the outpatient clinic staff for further 
screening assessment, explanation of the study, and the 
obtaining of informed consent. Those patients ac- 
cepted for study were scheduled for a clinic appoint- 
ment after they formally indicated their agreement to 
participate by signing a written consent form meeting 
both federal and university regulations. 


Evaluation and Treatment Procedures 


Initial clinic visits were devoted to evaluation and 
stabilization, which generally involved a period lasting 
from 4 to 8 weeks, depending on the patient’s clinical 
condition. The patient was seen on a weekly basis by a 
clinic staff member at the master’s degree level who 
served as both an evaluator and clinician, providing 
therapeutic intervention as needed to help with prob- 
lems and crises arising during this preliminary phase of 
the program. During a series of interviews, this initial 
contact staff member obtained a psychiatric and per- 
sonal history and performed a mental status examina- 
tion. A physical examination, including routine clinical 
laboratory tests and emphasizing the assessment of ab- 
normal movements, was also conducted by a psychia- 
trist during this period, as were structured assessments 
of prognosis and psychopathology using both patient 
and family interviews as sources of information. Early 
in the preliminary phase, a psychiatrist was assigned to 
the patient to provide management of medication on a 
weekly basis. Patients were routinely receiving neuro- 
leptic medication when referred to the clinic and gen- 
erally continued to receive the same medication. In 
each case, an attempt was made to stabilize doses 
within the 4—8-week stabilization period. At the end of 
the stabilization phase, patients were randomly as- 
signed within sex, age, and prognostic categories to 
either the targeted-medication or the maintenance- 
medication condition. 

When a patient was clinically stable and felt com- 
fortable with the outpatient clinic routines, medication 
was withdrawn abruptly to allow a 4-week drug-free 
period, during which assessments of emergent dyski- 
nesia (22, 23), clinical baseline evaluations, and formal 
diagnostic schedules were completed. The clinical sta- 
tus of each patient was closely monitored during this 
drug-free phase, and additional support and more fre- 
quent staff-patient contacts were provided as needed. 
Neuroleptic medication was administered only when 
there was an obviously emerging clinical decompensa- 
tion. When this occurred, the patient was restabilized 
before again attempting to complete the baseline drug- 
free phase. On successful completion of either the first 
or second drug-free trial, the patient entered the ex- 
perimental phase. A patient failing to complete the 
drug-free period after two attempts was admitted to 
the experimental phase while receiving medication. If 
assignment of such a patient was to targeted medica- 


tion, subsequent discontinuation of medication was 
prescribed according to the guidelines for this proce- 
dure. Since we were interested in longer-term treat- 
ment, the duration of the experimental treatment phase 
was set at 2 years. 

The enriched psychosocial treatment program, 
which has been described in detail elsewhere (10), in- 
volved weekly individual therapy as well as involve- 
ment with the family or significant others. As a com- 
plement to both medication strategies, individual 
therapy was aimed at establishing a close interpersonal 
bond between the schizophrenic patient and the clini- 
cian. This bond was used over time for purposes of 
gathering information, offering support and encour- 
agement, identifying the beginning of relapse, enhanc- 
ing patient cooperation in medication changes at re- 
lapse, and otherwise helping the patient deal with the 
complex social demands that are so difficult for indi- 
viduals with this illness. Attention to phenomenology 
and current stressors rather than insight-oriented ex- 
ploration was the basis for the clinical relationship. An 
educational approach was also used to inform the pa- 
tient, the family, and other caretakers regarding the 
nature and treatment of schizophrenia and to form a 
link between clinical caretakers and families so that 
joint therapeutic efforts could be established and co- 
ordinated (10, 24, 25). This work included developing 
a shared view of relapse phenomena, including helping 
patients and others to be aware of early warning signs 
(prodromal symptoms) such as dysphoric affect, in- 
somnia, increased suspiciousness, or worsening of 
baseline symptoms (14, 19, 26). 

Patients assigned to the targeted-medication group 
remained drug free until symptoms appeared that were 
suggestive of a prodromal phase of a psychotic epi- 
sode; at that time a standard intervention routine was 
initiated. This routine called for the immediate admin- 
istration of neuroleptic drugs at therapeutic doses. 
When the patient was restabilized, which in most in- 
stances was within a relatively brief time (4 to 6 
weeks), medication was discontinued and the monitor- 
ing and intervention (as needed) process was repeated. 
Patients assigned to the continuous-medication group 
were subjected to the same monitoring and interven- 
tion process. For this group, dose levels were raised 
when prodromal symptoms appeared and lowered 
when restabilization occurred. 

During the initial stabilization, drug-free, and exper- 
imental treatment phases of the study, most decom- 
pensations were successfully managed on an outpa- 
tient basis. Those patients who required inpatient 
treatment were admitted to their local hospital until 
they were agair candidates for outpatient treatment. 
On discharge, they continued in experimental treat- 
ment at the clinic, provided they had been hospitalized 
for less than 6 months. Periods of hospitalization that 
occurred within the experimental treatment phase 
were considered as time in the study. 
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Assessment Measures 


Case history and prognostic instruments completed 
during the stabilization period included a nonstandard 
brief psychiatric history and a prognostic scale devel- 
oped by Strauss and Carpenter (27), the latter provid- 
ing information that was used for randomization of 
patients to experimental treatment on the basis of 
chronicity. Diagnostic instruments included a modified 
version of the Present State Examination (PSE) (28), 
which considered psychopathology during past epi- 
sodes and during the present off-medication condition, 
and the Research Diagnostic Criteria (RDC) (29). 
These instruments were also used to further verify the 
diagnosis of schizophrenia. 

Assessment instruments included the Brief Psychiat- 
ric Rating Scale (BPRS) (30), the Global Assessment 
Scale (GAS) (31), the Level of Functioning Scale (32), 
and the Quality of Life Scale (33). These instruments 
were completed initially and at 6, 12, 18, and 24 
months by an evaluator who was not a member of the 
treatment team and whose sole function during the 
experimental treatment phase was to make independ- 
ent assessments of outcome. (During the 6-month as- 
sessment interviews, self-reports of being on medica- 
tion did not compromise the blind. Reports of not 
being on medication were rarely volunteered and could 
have been indicative of noncompliance. The patients 
were not asked if medication was being prescribed for 
them.) In order to define each patient’s symptom status 
for ongoing clinical purposes, including the determi- 
nation of decompensation, the BPRS was completed 
weekly by the patient’s primary therapist. 

In addition to symptom and functioning ratings 
completed at 6-month intervals by the independent 
evaluator, outcome criteria of effectiveness included 
retention rate, number of decompensations, and fre- 
quency and duration of hospitalizations (patients were 
free to continue the study following hospitalization if 
they were hospitalized for less than 6 months). Assess- 
ment of the effectiveness of targeted medication also 
included medication information such as percent of 
time drug free and extent of dose reduction. 

Formal reliability studies of the assessment instru- 
ments, conducted at several points during the course of 
the treatment evaluation program with patient sample 
sizes ranging from eight to 13, provided satisfactory 
evidence of rater comparability. Agreement between 
the ratings of the independent rater and other staff 
members tended to be high; the intraclass correlation 
(ICC) (34) for total scores was usually over 0.70 and 
generally within the mid 0.80 to low 0.90 range. As- 
sessment instrument factor and subscale score agree- 
ment was equally high for most factors. The rare sub- 
scale ICCs that fell in the mid 0.50 to mid 0.60 range 
were usually explainable in terms of restricted range; 
subsequent percentage agreement analyses demon- 
strated consistent rating patterns. 
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TABLE 1. Equivalency of Neuroleptlc Doses Used in Comparison 
of Targeted and Continuous Medication 





Doses Considered Equivalent at 
Each Level 


Moderately 


Drug Low Moderate High High 


Fluphenazine decanoate 
Oral and intramuscu- 


lar (mg/day) <22.5 25-47.5 50-625 265 
Depot (cc/2 weeks) 0.9 1.0-1.9 2.0-2.5 2.6 
Other drugs (mg/day) 
Haloperidol (oral and 
intramuscular) =<5 6-20 21—49 =50 
Loxapine <30 31-50 51-100 2101 
Thioridazine 3200 201—400 401-600 2601 
Molindone 330 31-75 76-150 2151 
Thiothixene 10 11-25 26-49 =50 
Fluphenazine hydro- 
chloride (oral and 
intramuscular) s1 2-5 6—19 >20 
Mesoridazine =100 101-200 201-400 =401 
Trifluoperazine 10 11-20 21-29 =30 
Chlorpromazine <300 301-599 600-999 =1000 
Perphenazine 520 21—40 41—60 =61 
Statistical Analyses 


The major analyses used to determine treatment ef- 
fects were analysis of variance and analysis of covari- 
ance (ANCOVA); ANCOVA was used for those eval- 
uations for which available baseline information was 
used to control for initial level. A life table analysis was 
performed to examine time to first hospitalization. 
Hospitalization data were examined within successive 
6-month periods over the 2 years of treatment. Psychi- 
atric rating scale data were examined separately for 
years 1 and 2. To examine change over time as a func- 
tion of treatment group, repeated measures analyses 
were used in additional analyses involving patients 
who completed the full 2-year experimental treatment 
course. 

Because a variety of neuroleptics were administered 
to the patients, dose levels, categorized as none, low, 
moderate, moderately high, and high and scored from 
0 to 4, were determined by using specific cutoff points 
for each drug. Presented in table 1, the equivalence 
levels used for neuroleptics involved in this study re- 
flect a consensus of opinion of experts in psychophar- 
macological research (N.R. Schooler, personal com- 
munication). For each patient, the actual drug dose for 
each day was transformed to the 5-point scale (from 0 
to 4) of dose level; averages over the course of treat- 
ment were determined on this measure. We felt that 
using this approach was more clinically relevant than 
using the traditional “chlorpromazine equivalents,” 
especially those involving the conversion of depot neu- 
roleptics (although routine procedures called for the 
administration of oral medication, depot medication 
was occasionally prescribed). 
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TABLE 2. Demographic Characteristics of Schizophrenic Outpa- 
tients Given Targeted or Continuous Medication for 2 Years 


Targeted Continuous 
Characteristic (N=57) (N=59) 
Sex 
Men 
Number 34 37 
Percent 59.6 62.7 
Women 
Number 23 22 
Percent 40.4 37.3 
Race 
Black 
Number 36 37 
Percent 63.2 62.7 
White 
Number 21 22 
_ Percent 36.8 37.3 
Education (years) 
Mean 125 12.6 
SD 2.1 2.3 
Age at admission (years) 
Mean 28.4 27.8 
SD 5.6 5.8 
Duration of illness (years) 
Mean 5.5 4.6 
SD 4.7 3.8 
Strauss-Carpenter Prognostic 
Scale score* 
Mean 2.0 2.0 
SD 0.3 — 0.3 


*0=poor; 4=excellent. 


RESULTS 
Patients 


Of 116 patients who completed the requirements of 
the drug-free phase, 57 were randomly assigned to tar- 
geted treatment and 59 to continuous treatment. The 
demographic characteristics of these patients are pre- 
sented in table 2. Because random assignment was 
within sex, race, and prognosis categories, the two 
groups were quite similar in these aspects. In fact, the 
two groups did not differ significantly on any of the 
measures presented in table 2. Approximately three- 
fifths of the entire group of patients; were men, and 
three-fifths were black. The average prognostic score 
of 2.0 for the sample, midway between 0 (poor prog- 
nosis) and 4 (excellent prognosis), indicated only fair 
prognosis. The average age of the sample at admission 
to the program was approximately 28 years (range= 
18—43). Most of the patients had graduated from high 
school, and many had attended at least one year of 
college. The average duration of illness of approxi- 
mately 6 years for the sample indicated a generally 
chronic course of illness. 

Consistent with the characteristics of the earlier 
sample in our ongoing program of research, approxi- 
mately half of the patients were diagnosed as having 
paranoid schizophrenia and the remaining diagnoses 
were fairly evenly distributed between RDC undiffer- 
entiated schizophrenia and schizoaffective disorder, 
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mainly schizophrenic. The mean scores for the GAS 
fell in the range of 41 to 50, reflecting serious symp- 
toms and/or impairment in functioning that obviously 
required treatment. The mean Level of Functioning 
Scale total score generally reflected little to no employ- 
ment, and social functioning scores indicated limited 
interpersonal involvement. 


Retention in the Study 


At the end of 1 year, 40 (70%) of the 57 targeted- 
medication patients and 52 (88%) of the 59 contin- 
uous-medication patients were still involved in the 
treatment program. Twenty-eight (49%) of the target- 
ed-medication patients and 48 (81%) of the continu- 
ous-medication patients completed the prescribed 2- 
year treatment course. (Six targeted-medication and 
four continuous-medication subjects who were in 
treatment for at least 1 year and still in treatment at the 
conclusion of the study were considered among the 
completers.) The differential 2-year completion rate in 
favor of continuous treatment was significant (x7= 
11.94, df=1, p<0.001). Reflecting this differential re- 
tention rate, the mean+SD length of treatment for the 
targeted-medication group was 15.8+8.3 months, and. 
that for the continuous-medication group was 20.5+ 
6.8 months (F=11.24, df=1, 108, p<0.001). Of the 
29 targeted-medication patients who failed to com- 
plete treatment, 19 (33% of the targeted-medication 
sample) were considered to be treatment-related drop- 
outs, mostly patients who refused to continue treat- 
ment. The remaining 10 patients (18%) dropped out 
of treatment for non-treatment-related reasons. Corre- 
sponding figures for the 11 continuous-medication pa- 
tients who failed to complete treatment included eight 
treatment-related dropouts (14% of the continuous- 
medication sample) and three (5%) non-treatment-re- 
lated dropouts. 

To determine whether differential retention rates 
produced a biasing influence on other analyses of com- 
parative effects, we examined the prognostic features 
of targeted-medication versus continuous-medication 
dropouts. Mean prognostic scale scores for dropouts 
from the two treatment groups were nearly identical. 
Also, there were no significant differences between the 
mean prognostic scores of dropouts versus completers 
for the entire sample and within each treatment group. 


Dose Levels 


Three measures of daily drug dose levels were ex- 
amined: the average daily dose levels over the entire 
study, including days hospitalized (for each day in the 
hospital, it was assumed that a moderately high dose 
level, i.e., a score of 3, would be administered); the 
average daily dose level for the entire period of outpa- 
tient treatment, including days with and days without 
medication; and the average daily dose level while re- 
ceiving medication in the outpatient clinic. Resulting 
data for these three measures are presented in table 3. 
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TABLE 3. Average Neuroleptic Dose Levels of Schizophrenic Outpatients Given Targeted or Continuous Medication for 2 Years 


Average Dose Level* 


Targeted 
(N=57) 
Period Mean SD 
Entire study 1,22 0.79 
All days as outpatient 1.02 0.75 
All days of drug treatment, except 
during hospitalizations 2.18 0.77 


Continuous 
(N=59) ANOVA 
Mean SD F df p 
1.79 0.81 14.48 1, 114 0.0002 
1.73 0.84 23.46 1,114 0.0000 
2.01 0.71 1.56 1, 107 0.21 


“O=no drug, 1=low dose, 2=moderate dose, 3=moderately high dose, 4=high dose. 


That a substantial reduction in drug dose level was 
accomplished by targeted administration of medicine 
is evident, even when one assumes continuous admin- 
istration of moderately heavy doses during hospitaliza- 
tions (see table 3). Considering outpatient treatment 
only, including the entire period (days with plus days 
without medication), the reduction in dose level asso- 
ciated with targeted treatment could be roughly 
equated to a change from a moderate to a low dose 
level of neuroleptic medication. The extent of the dose 
reduction is most meaningfully illustrated by the com- 
parative results of the respective high- and low-po- 
tency drugs haloperidol and chlorpromazine. The 
mean daily dose of haloperidol for targeted-medica- 
tion patients was 4.4+1.1 mg, whereas that for con- 
tinuous-medication patients was 11.8+4.4 mg. The 
mean daily dose of chlorpromazine for targeted-med- 
ication patients was 173+69 mg, whereas that for con- 
tinuous-medication patients was 433+46 mg. 

Considering only those periods of time when medi- 
cation was administered to patients in the outpatient 
program, we found that the dose level for targeted- 
medication patients was slightly but not significantly 
higher than that for continuous-medication patients. 
Obviously, the reduction in dose level achieved with 
the targeted-medication strategy was through a re- 
duction in the number of days medication was ad- 
ministered rather than the dose prescribed during tar- 
geted-medication intervention. Consistent with this 
interpretation, the 57 targeted-medication patients 
were drug free 48% of the time, and the 59 continu- 
ous-medication patients were drug free for approxi- 
mately 10% of the time. 


Decompensations 


During the comparative trial, worsening in a pa- 
tient’s functioning and/or symptoms, as judged jointly 
by the primary therapist and the research psychiatrist, 
was noted in the patient’s record. Such decompensa- 
tions, which in most instances were not serious enough 
to warrant hospitalization, appear to be similar to the 
“minor exacerbations” described by Marder et al. (7) 
in their evaluation of the effectiveness of reduced med- 
ication with schizophrenic outpatients. In the present 
study, decompensations invariably prompted clinical 
intervention by the outpatient staff, usually in the form 
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of a change in medication dose. The mean+SD num- 
bers of decompensations experienced by targeted-med- 
ication and continuous-medication patients were 4.21+ 
3.70 and 2.75 +2.56, respectively (F=6.08, df=1, 114, 
p=0.015). Controlling for time in the study (since, on 
average, targeted-medication patients were not in the 
study as long as continuous-medication patients) 
yielded a yearly decompensation rate of 3.18 for the 
targeted-medication strategy and 1.60 for continuous 
treatment. 


Hospitalizations 


Thirty (53%) of the targeted-medication patients 
and 21 (36%) of the continuous-medication patients 
were hospitalized during the course of their treatment 
(x?=2.76, df=1, p=0.097). The average numbers of 
hospitalizations experienced by these 30 and 21 pa- 
tients were 2.0 and 1.7, respectively, yielding a total of 
60 hospitalizations for the targeted-medication group 
and 36 hospitalizations for the continuous-medication 
group. The F ratio for the resulting mean difference of 
1.1+1.1 versus 0.6+0.9 hospitalizations per patient 
for the targeted-medication and continuous-medica- 
tion groups, respectively, was 4.88 (df=1, 99, p= 
0.030). 

Life table analysis results yielding comparative in- 
formation on how long patients in the two groups re- 
mained out of the hospital before their first hospital- 
ization are presented in figure 1. 

The difference in survival rates for patients in the 
two groups with respect to avoidance of hospitaliza- 
tion was significant (generalized Wilcoxon statistic= 
6.38, p=0.012); the relatively favorable outcome for 
continuous treatment was effected within the first year 
of the study. Although both targeted-medication and 
continuous-medication patients were more likely to be 
hospitalized for the first time during year 1 of the study, 
the rate at which targeted-medication patients were 
hospitalized during this period was significantly greater. 
There was little to no differentiation between the two 
groups during year 2; the patients who were not hos- 
pitalized during year 1 in both groups generally dem- 
onstrated a continuing resistance to hospitalization. 

The mean number and duration of all hospitaliza- 
tions (including rehospitalizations) for the two treat- 
ment groups within successive 6-month periods are 
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FIGURE 1. Rates of Nonhospitalization Among Schizophrenic Out- 
patients Given Targeted or Continuous Medication for 2 Years 
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presented in table 4. The highest rate of hospitalization 
for both groups was in the first 6-month period. Al- 
though the rate for the targeted-medication group was 
double that for the continuous-medication group dur- 
ing the first period, the difference between groups did 
not quite reach significance. A differential rate in favor 
of the continuous-medication group continued into the 
second 6-month period, and at this time the difference 
was significant. Although there was less of a differen- 
‘tial rate of hospitalization in the remaining 6-month 
periods, particularly the 13—18-month period, the di- 
rection of the differences continued to favor continu- 
ous over targeted medication. The results for mean 
duration of hospitalization also tended to favor con- 
tinuous treatment for all but the last 6-month period. 


Clinical Course 


Level of Functioning Scale. The principal outcome 
measure used in the present study was the Level of 
Functioning Scale, completed by the independent rater 
at each of the 6-month evaluation points. Results of 
ANCOVA of Level of Functioning Scale ratings of the 
behavior and symptoms of patients during the imme- 
diately preceding 6 months for years 1 and 2 are pre- 
sented in table 5. 

For year 1, Level of Functioning Scale results for the 
two groups were essentially the same; the mean total 
scores adjusted for baseline differences were almost 
identical. On average, the degree of impairment of 
both groups was moderate. Only a small percentage of 
the patients had been hospitalized during the preceding 
6-month period, generally not for an extended period 
of time. Mean social ratings indicated more than 
monthly but less than weekly social contacts and the 
maintenance of one or two moderately close relation- 
ships. Occupational ratings’ indicated some useful 
work (in many instances ‘“‘around the house” or in 
sheltered workshops) but less than half-time occupa- 
tion; competence was judged to be low on average. 
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Year 2 Level of Functioning Scale results indicate a 
clear differentiation between the two groups in terms 
of employment. For the 19—24-month period, contin- 
uous-medication patients, on average, were employed 
slightly more than half-time, and their competence rat- 
ing approached the moderate range. By comparison, 
targeted-medication patients were significantly less 
employed and less competent. This difference in out- 
come is largely the reason for the significant difference 
in Level of Functioning Scale total score noted in table 
5, although the mean score differences for all but one 
Level of Functioning Scale item directionally favored 
continuous over targeted treatment. 

Other psychiatric rating scales. ANCOVAs were 
also performed on the remaining psychiatric ratings 
completed by the independent evaluator at 1 and 2 
years. For these analyses, involving the BPRS and 
Quality of Life Scale total and factor scores and the 
GAS score, baseline assessments served as the covari- 
ate. The number of subjects for the 1-year analyses 
ranged from 25 to 29 for targeted treatment and from 
39 to 46 for continuous treatment. For the 2-year anal- 
yses, the respective ranges for number of subjects were 
16 to 20 and 24 to 40. Although the direction of the 
mean differences that were found generally favored 
continuous treatment, none of the differences was sta- 
tistically significant; the p values for the covariance F 
ratios were uniformly above the level of 0.05. 

Results for the entire sample evaluated at the end of 
2 years generally revealed little change in overall psy- 
chiatric status from that observed at baseline. For the 
group as a whole, Quality of Life Scale, Level of Func- 
tioning Scale, and GAS scores were still indicative of 
an occasional display of moderate signs and symp- 
toms, moderate impairment of both social and occu- 
pational functioning, and a continuing need for treat- 
ment, which infrequently involved hospitalization. 
When they did occur, hospitalizations were usually 
brief. 

Graphic illustration of the targeted approach. To 
clarify what the targeted procedure entails in the way 
of dose manipulation, we present a “good” targeted- 
medication patient in figure 2, The patient chosen for 
illustration had a favorable outcome with the targeted 
procedure and displayed sufficient interaction between 
clinical status and medication level to be particularly 
informative. This white, male patient was drug free 
60% of the time over the 2-year treatment period. His 
average daily drug dose level was 0.8,-which is less 
than 300 mg chlorpromazine equivalents. Although he 
experienced six decompensations over the 2-year pe- 
riod, all were satisfactorily handled on an outpatient 
basis. Figure 2 shows that each decompensation was 
associated with an increase in medication level. For the 
first decompensation, the increase in medication was 
to a relatively high level for a fairly extended period 
(7—8 weeks). Thereafter, increases were more moder- 
ate and were in effect for shorter periods. Decompen- 
sations in this case were principally characterized by 
increased hostile suspiciousness and/or anxious de- 
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TABLE 4. Number and Duration of Hospitalizations for Schizophrenic Outpatients Given Targeted or Continuous Medication for 2 Years 





Targeted 
Hospitalization oe lel 
Variable and Period Mean SD 
Number of hospitalizations 
Period 
0—6 months 0.46 0.71 
7—12 months 0.41 0.65 
13—18 months 0.21 0.52 
19—24 months 0.25 0.44 
Duration of hospitalizations (days) 
Period 
0—6 months 13.6 31.0 
7—12 months 18.0 34.0 
13—18 months 14.2 27.8 
19—24 months 5.6 13.0 


Continuous 
(N=59) ANOVA 

Mean SD F df p 

0.23 0.50 3.65 1, 101 0.06 
0.15 0.49 5.11 1, 83 0.03 
0.19 0.49 0.01 1, 50 0.90 
0.08 0.28 3.24 1, 40 0.08 
37 18.4 2.80 1,101 0.10 
5.3 15.6 5.44 1, 83 0.02 
4.7 13.0 3.90 1, 50 0.05 
66 7 0.03 1, 40 0.86 


TABLE 5. ANCOVA Adjusted Mean Scores on the Level of Functioning Scale for Patients Given Targeted or Continuous Medication for 2 


Years” 
Year i 

Targeted Continuous 

(N=29) (N=46) 
Scale Item Mean Mean 
Duration of hospitalization 3.48 3.69 
Frequency of social contacts 2.66 2.50 
Quality of social relationships 2.20 2.14 
Extent of employment 1.54 1.70 
Quality of employment 127 1.59 
Symptoms 1.89 1.98 
Ability to meet basic needs 3.72 3.91 
Fullness of life 2.25 2.14 
Degree of impairment 2.03 2.02 
Total score 21.10 21.61 


Year 2 
Targeted Continuous 
F (N=21)  _(N=36)_ F 
(df=1, 72) Mean Mean (df=1, 54) 
1.50 3.69 3.65 0.02 
0.33 2.07 2.46 1.46 
0.06 1.80 2.17 1.96 
0.35 1.14 2.20 9.29> 
1.88 0.96 1.77 9.66° 
0.22 1.87 2.16 1.19 
2.14 3.71 4.00 3.39 
0.31 2.13 2.42 2.33 
0.00 1.83 2.15 2.31 
0.16 19.33 22.92 6.70? 


*Year 1 evaluations covered months 7—12, and year 2 evaluations covered months 19-24. Level of Functioning Scale scores range from 1 to 


4; higher scores indicate better functioning. 
by <0.01. 


FIGURE 2. Drug Dose Levels and Decompensation in a Schizo- 
phrenic Outpatient With a Favorable Outcome Who Was Given Tar- 
geted Medication for 2 Years 
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pression, as defined and measured by use of the BPRS. 
Determined on the basis of average BPRS scores, 
thought disturbance, a psychosis factor involving con- 
ceptual disorganization, hallucinations, and unusual 
thoughts, was rated as moderate at the first decompen- 
sation (which possibly explains the higher dose level at 
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this point) and as mild during subsequent decompen- 
sations. The average BPRS total score (the possible 
range is 18 to 126) was 22 during stable periods. Dur- 
ing periods of decompensation, the average BPRS 
score was 36, and at no time was it higher than 45. 


DISCUSSION 


As demonstrated in our previous research (12), the 
targeted-medication approach resulted in a substantial 
reduction in the use of medication in a large propor- 
tion of patients, which has a presumptive bearing on 
tardive dyskinesia. Although the extent to which the 
targeted-medication approach reduced the incidence of 
tardive dyskinesia has yet to be fully determined (these 
results will be reported in a separate paper), support 
for the hypothesis that reduction of medication has a 
beneficial effect on dyskinesia comes from the finding 
of Kane et al. (6) that there were significantly fewer 
early signs of tardive dyskinesia in a group of patients 
receiving low neuroleptic doses than in a group receiv- 
ing standard doses at 1 year. Also, Jolley et al. (13) 


taar 


CONTINUOUS VERSUS TARGETED MEDICATION 


reported a trend indicating both reduced total neuro- 
leptic dose and lower prevalence of tardive dyskinesia 
in targeted-medication patients after 1 year of treat- 
ment compared with continuous-medication control 
subjects. 

In both this and our previous study, targeted admin- 
istration of medication was associated with more fre- 
quent hospitalizations and a lower retention rate. The 
present findings of the superiority of continuous over 
targeted medication with respect to Level of Function- 
ing Scale ratings of extent and quality of employment 
are noteworthy. It is apparent that in our unselected 
sample targeted medication was generally not benef- 
cial with regard to work functioning. It is likely that 
the significantly higher rates of both hospitalization 
and decompensation, which tended to disrupt long- 
term stable employment, made an important contribu- 
tion to the more impaired work functioning of some 
patients in the targeted-medication group. 

In summarizing our experiences with the targeted 
approach, we are reminded of Mark Twain’s evalua- 
tion of Wagner’s music as being better than it sounds. 
Given the unselected nature of the present study sam- 
ple, targeted medication is conceivably better than it 
appears. To enable broader generalization of study re- 
sults, chronically ill outpatients typical of those seen in 
public sector clinics were assigned to treatment unse- 
lected for “good candidate” status for drug reduction. 
Also, patients remained in their assigned treatment 
group regardless of medication experience or clinical 
exacerbation during abrupt drug discontinuation. Al- 
though this allows broader generalization, it under- 
states the efficacy of targeted drug therapy in more 
suitable candidates. 

In applying the targeted-medication approach, the 
clinician could select what he or she initially considers 
a good case for medication reduction and quickly re- 
vert to one of several continuous drug strategies should 
targeted treatment prove ineffective. Thus, long-term 
targeted medication would be reserved for successful 
patients, for whom the extent of drug reduction would 
be considerable. To appreciate targeted medication’s 
niche in the clinician’s armamentarium requires con- 
sideration of the relative benefits of standard and re- 
duced-medication approaches. 

That continuous treatment with standard doses of 
neuroleptics diminishes the severity of psychotic symp- 
toms and has a prophylactic action with respect to 
relapse are generally recognized benefits. Problems as- 
sociated with this type of treatment, however, include 
1) the development of untoward side effects, most no- 
tably tardive dyskinesia, in a substantial number of 
patients, 2) the postulated undesirable interaction be- 
tween neuroleptics and the negative symptoms of 
schizophrenia during periods of clinical stability, and 
3) the noncompliance of patients who refuse to take 
daily medication on a long-term basis (15). Also, an- 
ecdotal reports and findings from long-term follow-up 
studies of both patients who do well while not receiv- 
ing any medication and patients who do ‘poorly while 
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receiving prolonged drug treatment at substantial dose 
levels define subgroups for whom standard, continu- 
ous drug treatment may have an undesirable risk-ben- 
efit profile (20, 21). Conducted in Europe, these long- 
term studies also document the deintensification of 
psychosis with aging, thus identifying a phase in which 
the benefits of neuroleptics may decrease as the risks 
increase. 

There is no doubt that untreated schizophrenia has 
dire consequences; accepting moderate risks may 
therefore be warranted if effective treatment can be 
offered. Continuously administered medication with 
standard doses is frequently necessary. For those pa- 
tients for whom this approach is infeasible, not indi- 
cated, or problematic, the question is no longer one of 
drug treatment versus nonpharmacological treatment 
but whether substantial reduction in medication can be 
achieved without unacceptable risk. Several consider- 
ations support the feasibility of dose reduction ap- 
proaches in the majority of treatment-responsive pa- 
tients, For selected patients, such approaches are 
especially appropriate. Some patients never display an 
episodically recurrent condition, and others apparently 
pass through an episodic phase and reach a plateau of 
clinical stability as their disease progresses. In these 
circumstances, prophylaxis is not required (20, 21, 35, 
36). 

Clinical application of reduced medication ap- 
proaches is now supported by mounting evidence from 
controlled trials of continuous low-dose drug therapy 
(5, 7, 8, 37). Results of these studies suggest that dose 
reduction can lead to a lessening of adverse effects and 
to improvement in some measures of well-being and in 
instrumental and interpersonal role performance (8, 
38). A higher risk of psychotic exacerbation associated 
with this type of drug reduction requires that patients 
be observed carefully and that medication be increased 
on a temporary basis when indicated. 

Like the continuous low-dose strategy, the targeted- 
medication approach is a strategy that calls for flex- 
ible, observant clinical management. The strategy is 
useful only for patients judged to have a psychotic 
illness that is responsive to neuroleptic treatment. It is 
particularly effective in patients who maintain insight 
early in relapse and can actively collaborate in treat- 
ment (26). Also, it is an alternative treatment for the 
patient who will not comply with continuous prophy- 
lactic medication. 

Understandably, prophylactic maneuvers associated 
with the intermittent treatment strategy are more de- 
manding of the time and energy of clinical personnel 
than those associated with conventional continuous 
drug treatment. In their study of selected patients, 
however, Jolley et al. (13) used a psychoeducational- 
psychosocial approach that was less intense than ours 
and concluded that the additional monitoring and 
medically supportive treatmerit required by intermit- 
tent administration of medication were not so great as 
to preclude the use of the targeted-medication strategy 
in the normal clinical setting. 
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The work of Jeste et al. (39) raised the concern that 
repeated interruptions of medication would be associ- 
ated with a greater risk of persistent tardive dyskinesia 
even though patients who had had the greater number 
of drug interruptions in their retrospective study had 
been receiving treatment longer and had received 
higher accumulated doses of neuroleptics. Evidence to 
date from our prospective controlled study and from 
that of Jolley et al. (13) does not support the hypoth- 
esis that an intermittent approach is more conducive to 
dyskinesia than a continuous drug approach. Since the 
questions of incidence and persistence have not been 
sufficiently addressed, however, more information on 
this issue is needed before definite conclusions can be 
reached. 

An additional concern has to do with the need to 
avoid a marked or too rapid increase in dose in the 
treatment of decompensation, particularly one involv- 
ing an agitated patient, so as not to enhance the risk of 
neuroleptic malignant syndrome (40). 

Advantages of the targeted-medication approach are 
that it provides a mechanism for pharmacological re- 
search requiring drug-free intervals; assures less expo- 
sure to neuroleptic drugs in long-term clinical moni- 
toring; provides an alternative treatment for patients 
who are not compliant with continuous drug admin- 
istration and for those who are at low risk for relapse; 
allows a conservative extension of neuroleptic treat- 
ment to psychosis not classified as schizophrenia; and, 
in a given case, provides the clinician with an addi- 
tional neuroleptic treatment strategy in individualizing 
treatment planning. 

We and others are in the process of identifying the 
type of patient for whom the targeted-medication ap- 
proach is a viable alternative not associated with an 
unacceptable level of risk. Our experience with the 
drug-free period (41) indicates that, along with other 
screening devices, such a procedure may provide useful 
information on the selection of candidates for the tar- 
geted-medication approach. Our impression is that the 
most suitable candidates for targeted treatment are 
those individuals who demonstrate an initial ability to 
remain drug free for a brief trial interval (at least 4 
weeks), who are cooperative and insightful regarding 
prodromes, who do not relapse precipitously, who do 
not have a history of physical assaultiveness, and who 
have a social network allowing supportive involve- 
ment of a significant other. Further information on this 
and other relevant issues will be forthcoming from the 
five-center National Institute of Mental Health collab- 
orative study involving a direct comparison of targeted 
and continuous low- and standard-dose strategies (42). 

In clinical practice, the pharmacological treatment 
strategy that one chooses for a particular patient may 
vary over time. Rather than competitors for general 
applicability, these strategies should be thought of as 


treatment alternatives that are variously applicable 


over the course of the illness. The heterogeneity of 
schizophrenia implies far more variability in treatment 
requirements, including type and dose of medication, 
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than has generally been reflected in treatment recom- 
mendations. Im any given case, there should be dis- 
crete, individualized pharmacotherapeutic decision 
making in which adjustments in drug administration 
parallel shifts in benefits and risks. The targeted-med- 
ication strategy is an alternative that warrants consid- 
eration within this applications framework. 
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Neuroleptic Malignant Syndrome in 12 of 9,792 Chinese 


Inpatients Exposed to Neuroleptics: 
A Prospective Study 


Ming Zhen Deng, M.D., Guo Qiang Chen, M.D., 
and Michael R. Phillips, M.D., M.A., M.P.H. 


In a prospective study of an estimated 9,792 inpa- 
tients treated with neuroleptic medication at a large 
Chinese psychiatric hospital, 12 patients developed 
neuroleptic malignant syndrome. The estimated prev- 
alence of neuroleptic malignant syndrome in these psy- 
chiatric inpatients was 1.23/1,000 (95% confidence 
interval=0.63/1,000 to 2.14/1,000). Unlike other in- 
vestigators, the authors found that young adulthood, 
nonschizophrenic illness, oral high-potency neurolep- 
tics, and concurrent use of lithium were not important 
risk factors for neuroleptic malignant syndrome. How- 
ever, depot fluphenazine decanoate, particularly if 
used without an antiparkinsonian agent, was a risk 
factor. 

(Am J Psychiatry 1990; 147:1149-1155) 


N euroleptic malignant syndrome is a serious com- 
plication of neuroleptic therapy that has received 
increasing attention over the last decade. To date, 
more than 160 cases have been reported in the world 
literature (1). Almost all of the available reports are 
retrospective case reports that provide little or no in- 
formation about the populations from which the cases 
were drawn. It is thus difficult to confirm the impor- 
tance of the many hypothesized risk factors for neuro- 
leptic malignant syndrome: young adulthood, male 
sex, nonschizophrenic illness, high-potency drugs, and 
concurrent medical illness (2). In this paper we report 
on a series of 12 inpatients with neuroleptic malignant 
syndrome who were prospectively collected over 7 
years from a large Chinese psychiatric hospital and 
compare them to a randomly selected control group of 
102 inpatients identified retrospectively who were ex- 
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posed to neuroleptics but did not develop neuroleptic 
malignant syndrome. 


METHOD 


All inpatients at the 700-bed Fang Cun hospital in 
Guangzhou (Canton) who were treated with neurolep- 
tic medication from Jan. 1, 1980, to Dec. 31, 1986, 
were potential subjects. Clinicians in the hospital were 
required by hospital policy to report any patient re- 
ceiving neuroleptic medication who developed a fever 
in combination with severe extrapyramidal symptoms. 
To rule out neuroleptic-induced encephalitis and other 
physical causes for the symptoms, each of these pa- 
tients was given a thorough physical examination, ap- 
propriate laboratory tests (including liver and kidney 
function tests), chest X-ray, and—if needed—lumbar 
puncture. If none was found, the patient was diag- 
nosed as having neuroleptic malignant syndrome. A 
total of 12 episodes of neuroleptic malignant syn- 
drome were identified in 12 separate patients over the 
7-year period (none of the patients had multiple epi- 
sodes). Two of the patients (patients 5 and 8 in table 1) 
each had a diagnosis of catatonic schizophrenia, but 
catatonia was ruled out as a cause of the symptoms 
because the patients’ catatonic symptoms had resolved 
long before the onset of the symptoms of neuroleptic 
malignant syndrome. ) 

A retrospective control group was generated by ran- 
domly selecting 15 inpatient episodes (hereafter “inpa- 
tients”) from each of the 7 years of the study. Of the 
105 inpatients selected, the 102 patients (97.14%, 
95% confidence interval =91.86%—99.41%) who used 
neuroleptics at some point during their hospital stays 
constituted the control group. Thus, it was estimated 
that 9,792 (97.14%) of the 10,080 patients over the 7 
years of the study used neuroleptics. The proportions 
of specific characteristics and drug exposures in the 
control group were used to estimate the frequency of 
exposure to these potential risk factors in the 9,792 
inpatients, i.e., the denominator for each risk factor. 
The number of patients who had each risk factor at the 
onset of neuroleptic malignant syndrome symptoms 
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TABLE 1. Characteristics of Neuroleptic Malignant Syndrome in 12 Chinese Patients" 


Age Duration 
(years) Sex of Illness 


1 20 M 3months! 


Patient Neuroleptic? and Dose 


week; chlorpromazine, 

350 mg/day 
2 41 F 14 years 
day 


3 38 F 7 years Perphenazine, 46 mg/day; 


trihexyphenidyl, 6 mg/day 


4 21 F 4 years 
idol, 15 mg/day; trihex- 
yphenidyl, 6 mg/day 

5 28 Perphenazine, 6 mg/day 


6 29 


8 years 
7 years 


Qm 


week; chlorpromazine, 
350 mg/day 


7 years 
week; chlorpromazine, 
300 mg/day 

Perphenazine, 30 mg/day; 
sulpiride, 400 mg/day; 


13 years 


trihexyphenidyl, 6 mg/day 
Depot fluphenazine, 25 mg/ 


2 years 
week; perphenazine, 28 


mg/day; chlorpromazine, 


450 mg/day; trihex- 
yphenidyl, 6 mg/day 
Depot fluphenazine, 100 


10 33 M 8years 


mg/week; clozapine, 300 
mg/day; trihexyphenidyl, 


6 mg/day 
11 44 Haloperidol, 55 mg/day 


F 22 years 
12 26 M 


4 years 


mg/day 


Depot fluphenazine, 25 mg/ 


Depot fluphenazine, 75 mg/ 
week; haloperidol, 66 mg/ 


Lithium, 1.4 g/day; haloper- 


Depot fluphenazine, 25 mg/ 


Depot fluphenazine, 50 mg/ 


Depot fluphenazine, 50 mg 
biweekly; haloperidol, 30 


Duration of 
Neuroleptic 
Treatment 
at Onset of Temper- 
Symptoms ature WBC 
(days? CO) Parkinsonian Signs (cells/mm?) 
26 38.9 Hypertonic extremities, 11,500 
sialorrhea 
64 38.3 Hypertonic extremities, 20,100 
oculomotor paralysis 
59 40.3 Lead-pipe rigidity, aki- 20,400 
nesia, dysphonia 
2 37.6 Hypertonia, sialorrhea, 40,200 
dysphagia 
4 39.5 Hypertonia 8,900 
42 39.4 Hypertonia, akinesia 15,800 
27 39.0 Hypertonic extremities 14;500 
27 375 Hypertonic extremities, 18,500 
sialorrhea, dyspha- 
gia 
7 40.0 Hypertonia, dyskinesia 14,000 
83 42.0 Hypertonia, dysphagia 23,000 
2 38.1 Hypertonia, dysphagia — 
14 375 Hypertonia, sialorrhea — 


“Patient 4 had a diagnosis of bipolar disorder, manic; the other patients each had a diagnosis of schizophrenia. 


Fluphenazine=fluphenazine decanoate. 


“Chinese diagnostic criteria for schizophrenia (4) require only 3 months of symptoms. 


(the numerator) was then used to calculate rates of 
neuroleptic malignant syndrome for each risk factor. 
We compared the neuroleptic malignant syndrome 
group and the control group with t tests, estimated 
confidence limits for rates by means of an exact 
method that uses the relationship between the F distri- 
bution and the binomial distribution (3), and com- 
pared rates of neuroleptic malignant syndrome for dif- 
ferent characteristics by means of the binomial test (3). 
All p values reported are for two-tailed tests. 


RESULTS 
Characteristics of the 12 patients with neuroleptic 


malignant syndrome are presented in table 1. Most of 
these patients were under age 40, and all but one had 


44 0h" 


a diagnosis of schizophrenia according to the Chinese 
Medical Association’s diagnostic criteria (4). All of 
them were receiving high-potency neuroleptics at the 
time they developed neuroleptic malignant syndrome, 
seven (58%) were using depot fluphenazine decanoate, 
and eight (67%) were using more than one neurolep- 
tic. The duration of continuous neuroleptic treatment 
at the onset of symptoms was 2-83 days (meant 
SD=29.8 +27.0 days). Each of the patients had a tem- 
perature of 37.5 °C or higher, extrapyramidal signs 
(such as muscular rigidity, sialorrhea, or dysphagia), 
and autonomic signs (such as hypertension, tachycar- 
dia, tachypnea, diaphoresis, or urinary incontinence). 
The WBC was higher than 15,000 cells/mm? in five 
of the 10 patients (50%) for whom WBCs were avail- 
able. Nine patients (75%) had some disturbance of 
consciousness. 


om” 


TABLE 1 (continued) 





Peak Autonomic Dysfunction 
Blood 
Pressure 
(systolic/ Other 
diastolic) Pulse Autonomic 
(mm Hg) (beats/min) Dysfunction Other Symptoms 
156/120 — Diaphoresis, urinary Stupor 
incontinence 
150/110 — Urinary incontinence Stupor 
150/110 130 Diaphoresis, Clouded con- 
respiration=30 SCIOUSDESS 
breaths/min 
— 100 Diaphoresis — 
— 120 Diaphoresis Somnolence 
110/80 160 Diaphoresis, Clouded con- 
respiration =40 sciousness, CTC- 
breaths/min atine phospho- 
kinase=2370 
U/ml 
130/90 120 Diaphoresis, urinary — 
incontinence 
— 120 — — 
150/100 138 Diaphoresis Clouded con- 
sciousness 
90/60 140 Urmary incontinence, Clouded con- 
respiration=30 sciousness 
breaths/min 
150/100 120 Diaphoresis Somnolence 
-— 100 — Clouded con- 
sciousness 


The treatment data are presented in table 2. Neuro- 
leptic medication was stopped in eight cases, the dose 
was reduced in one case, and the dose was unchanged 
in three cases. Treatment also included different com- 
binations of antiparkinsonian agents (nine cases), bro- 
mocriptine (two cases), dexamethasone (two cases), 
promethazine (one case), and symptomatic treatment 
(four cases). The duration of neuroleptic malignant 
syndrome symptoms was 4-37 days (mean+SD=15.9+ 
11.8 days). The mean duration of symptoms was al- 
most twice as long for patients who used depot flu- 
phenazine decanoate as the duration for those who did 
not, but this difference was not statistically significant 
(19.7+13.5 days versus 10.6+7.2 days; t=1.37, df= 
10, p=0.20). All patients recovered fully with no se- 
quelae. Neuroleptic malignant syndrome was specifi- 
cally ruled out as a cause of death for all deaths at the 
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TABLE 2. Treatment of 12 Chinese Patients With Neuroleptic 
Malignant Syndrome 


Duration of 
Symptoms 
Patient Treatment (days) 
1 Stopped neuroleptics; administered 10 
trihexyphenidy] and scopola- 
mine 
2 Stopped neuroleptics; treated 4 
symptoms 
3 Stopped neuroleptics; administered 21 
bromocriptine, 7.5 mg/day, and 
orphenadrine, 15 mg/day 
4 Stopped neuroleptics; administered 4 
trihexyphenidy! 
5 Stopped neuroleptics; administered 10 


trihexyphenidyl, scopolamine, 
and promethazine 

6 Continued neuroleptics at same 37 
doses; added bromocriptine, 30 
mg/day, and dexamethasone 

7 Continued neuroleptics at same 30 
doses; added trihexyphenidy] 
and scopolamine 


8 Reduced dose of neuroleptics; 14 
added scopolamine 
9 Stopped neuroleptics; administered 27 


trihexyphenidyl and sympto- 
matic treatment 

10 Continued neuroleptics at same 4 
doses; treated symptoms 

11 Stopped neuroleptics; administered 4 
scopolamine and symptomatic 
treatment 

12 Stopped neuroleptics; administered 26 
trihexyphenidyl, scopolamine, 
and dexamethasone 


hospital over the 7 years of the study; thus, there were 
no deaths due to neuroleptic malignant syndrome 
among the 9,792 inpatients exposed to neuroleptics. 

The mean+SD age of the 12 patients with neurolep- 
tic malignant syndrome (31.0+7.4 years) was virtually 
identical to that of the 102 control subjects (31.4 
11.0 years). The mean+SD duration of illness for the 
neuroleptic malignant syndrome group was longer 
than that for the control group, but the difference was 
not statistically significant (8.0+5.9 years versus 6.2% 
5.7 years; t= 1.07, df=112, p=0.29). The mean+SD 
duration of the index hospitalization was significantly 
longer in the group with neuroleptic malignant syn- 
drome (181+101 days versus 122+71 days; t=2.6, 
df=112, p<0.02). 

The rates of neuroleptic malignant syndrome for pa- 
tients with different characteristics and drug exposures 
are presented in table 3. The rate of neuroleptic ma- 
lignant syndrome in inpatients exposed to neuroleptic 
medication was 1.23/1,000 (12/9,792); the exact 95% 
confidence interval for this rate is 0.63/1,000 to 2.14/ 
1,000. Male patients had a higher rate of neuroleptic 
malignant syndrome than female patients, but because 
of the small number of cases this difference was not 
statistically significant (Z=0.36, p>0.05). The rates of 
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TABLE 3. Relation of Sex, Diagnosis, and Drug Treatment to Neuroleptic Malignant Syndrome in Chinese Inpatients Given Neuroleptics 





Patients With 
Neuroleptic 
Malignant Syn- 


All Inpatients 


Estimated Rate of Neuroleptic 
Malignant Syndrome 





ee ee Estimated Rate 95% Confidence 

Variable N % N Yo Number per 1,000 Interval" 
Any neuroleptic medication 12 100.0 102 100.0 9,792 1.23 0.63-2.14 
Sex 

Male 7 58.3 50 49.0 4,800 1.46 0.59-3.00 

Female 5 41.7 52 $1.0 4,992 1.00 0.33—2.33 
Diagnosis 

Schizophrenia 11 91.7 90 88.2 8,640 1.27 0.64-2.28 

All nonschizophrenia diagnoses 1 8.3 12 11.8 1,152 0.87 0.02-4.82 

Affective disorders” 1 8.3 9 8.8 864 1.16 0.03-6.42 
Drug treatment" 

Oral trifluoperazine 0 0.0 29 28.3 2,784 0.00 - 

Oral haloperidol 4 33.3 27 26.5 2.592 1.54 0.42—3.95 

Oral perphenazine 4 333 26 25.5 2,496 1.60 0.44—4.10 

Oral chlorpromazine 4 33.3 70 68.6 6,720 0.60 0.16~1.52 

Oral sulpiride 1 8.3 10 9.8 960 1.04 0.03—5.78 

Oral clozapine 1 8.3 4 +3 384 2.60 0.07—14.41 

Any oral high-potency drug? 8 66.7 73 71.6 7,008 1.14 0.49-2.25 

Any oral low-potency drug* 6 50.0 75 oe) 7,200 0.83 0.31-1.82 

Depot fluphenazine decanoate Z 58.3 18 17.6 1,728 4.05 1.63-8.32 

Depot fluphenazine without 

antiparkinsonian agent 5 41.7 4 3.9 384 13.02 4.24-30.09 
Multiple neuroleptics concur- 
rently 8 66.7 61 59.8 5,856 1.37 0.59-2.69 
Lithium with neuroleptic ] 8.3 7 6.9 672 1.49 0.04-8.25 





“Calculated by means of an exact method (3). 


Includes major depression, bipolar affective disorder, and schizoaffective disorder. 
“Values for patients with neuroleptic malignant syndrome represent the number of patients who were using the drug at the onset of symptoms; 
values for control subjects and estimated values for all inpatients represent the number who used the drug at any time during the index 


admission. 


includes trifluoperazine, haloperidol, perphenazine, oral fluphenazine decanoate (used by 10 control patients), pimozide (used by two control 


patients), and pipotiazine (used by two control patients). 


“Includes chlorpromazine, sulpiride, clozapine, thioridazine (used by two control patients), and chlorprothixene (used by two control atients). 
° $ > 


neuroleptic malignant syndrome in patients with affec- 
tive disorders, in patients concurrently taking lithium, 
and in patients concurrently taking multiple neurolep- 
tics were similar to the overall rate. Surprisingly, none 
of the 2,784 patients exposed to the most commonly 
used high-potency oral neuroleptic—trifluoperazine— 
developed neuroleptic malignant syndrome, and the 
rate in patients exposed to any oral high-potency neu- 
roleptic was slightly lower than the overall rate. The 
rate in patients exposed to depot fluphenazine decano- 
ate, however, was more than three times the overall 
rate (p<0.007, binomial test), and patients who used 
depot fluphenazine decanoate without concurrent an- 
tiparkinsonian agents had a rate of developing neuro- 
leptic malignant syndrome 10 times as high as the 
overall rate (p<0.001, binomial test). 

Comparing the drug doses received by the neurolep- 
tic malignant syndrome patients at the onset of symp- 
toms and the maximum doses received by the 102 con- 
trol subjects during their hospitalization, we found no 
significant differences in the mean doses of individual 
neuroleptics or of the antiparkinsonian agent trihex- 
yphenidyl (the main antiparkinsonian agent used in 
China). For patients using depot fluphenazine decano- 
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ate, the mean+SD doses of the neuroleptic malignant 
syndrome group and the control group were 44.5+ 
32.2 mg/week and 36.4+17.3 mg/week, respectively 
(t=0.84, df=23, p=0.41). The range of chlorproma- 
zine-equivalent total doses of oral neuroleptics for the 
neuroleptic malignant syndrome patients was 300- 
1320 mg/day (meant+SD=599+326 mg/day); compa- 
rable data on the maximum total daily doses for the 
control group were not available. 


DISCUSSION 


Given that neuroleptic malignant syndrome is a rel- 
atively uncommon disorder and that a large number of 
Chinese patients use neuroleptic medication, Chinese 
researchers are in a position to make a major contri- 
bution to the growing body of world literature on this 
disorder. Since the publication in 1979 of a major Chi- 
nese review of neuroleptic side effects (5}, including 
neuroleptic malignant syndrome, 27 cases have been 
reported in the two Chinese psychiatric journals that 
are available internationally (6—11). The current study 
adds 12 additional cases to the literature on neurolep- 
tic malignant syndrome. It is a large series that was 


Am | Psychiatry 147:9. September 1990 


Vee 


prospectively collected, so it provides a stable estimate 
of the prevalence of neuroleptic malignant syndrome 
in hospitalized patients. To our knowledge, this is the 
only study that compares patients with neuroleptic 
malignant syndrome to a control group of subjects; it 
thus provides valuable new data on risk factors for the 
disorder. 


Diagnostic and Therapeutic Issues 


There is debate about whether neuroleptic malig- 
nant syndrome is a distinct diagnostic entity, with a 
unique etiology and pathogenesis, or simply an ex- 
treme form of extrapyramidal symptoms that is exac- 
erbated by a variety of concurrent medical conditions 
(1, 12). To help focus this debate, Pope et al. (1) have 
proposed diagnostic criteria for neuroleptic malignant 
syndrome that can be applied prospectively or retro- 
spectively. We retrospectively applied these criteria to 
our 12 cases and found that eight (patients 1—4, 6, 
9-11) would be considered definite neuroleptic malig- 
nant syndrome, three (patients 5, 8, 12) would be con- 
sidered probable, and one (patient 7) would not be 
considered neuroleptic malignant syndrome. The ex- 
cluded patient had a temperature of 39.0 °C, hyper- 
tonic extremities, tachycardia, diaphoresis, urinary in- 
continence, and leukocytosis (WBC=14,500 cells/ 
mm’). The failure of Pope et al.’s criteria to include 
this case highlights the difficulty of establishing criteria 
that will encompass the many presentations of neuro- 
leptic malignant syndrome. Our findings and those of 
authors who have reported milder variants of neuro- 
leptic malignant syndrome (13—15) support the sug- 
gestion of Addonizio et al. (13) that neuroleptic ma- 
lignant syndrome is a spectrum disorder. 

There is also controversy about the treatment of 
neuroleptic malignant syndrome (2, 16, 17). If the 
cause is neuroleptic-induced dopamine blockade, then 
the dopamine agonist bromocriptine would be a ra- 
tional treatment. There have been several reports of 
rapid resolution of the symptoms of neuroleptic ma- 
lignant syndrome after bromocriptine administration 
(18-20). The two patients we treated with bromocrip- 
tine—one with 30 mg/day and one with 7.5 mg/day (a 
relatively low dose)—did not have spectacular recov- 
eries; after 1 week other medication had to be used to 
treat their persistent muscular rigidity. Our results are 
also at odds with the estimated mortality rate of 20% 
to 30% (2). All of our 12 patients recovered fully, and 
none of the 9,792 inpatients who used neuroleptics 
died of neuroleptic malignant syndrome. Rosebush 
and Stewart (21), who recently reported on a large 
series of patients, also found that with early recogni- 
tion and good supportive care neuroleptic malignant 
syndrome need not be fatal. 


Prevalence 


These cases were collected prospectively, so we are 
confident that we identified virtually all the patients 
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that met our inclusion criteria of a medically unex- 
plained fever and severe extrapyramidal symptoms. 
Moreover, the number of inpatients exposed to neu- 
roleptics is large (N=9,792), so our estimated preva- 
lence of 1.23 patients per 1,000 inpatients exposed to 
neuroleptics (0.12%) is fairly precise. Previous West- 
ern reports based on retrospective studies, which in- 
volved relatively small numbers of patients at risk, in- 
dicated much higher prevalences—2.4% (two of 82) 
(13) and 1.4% (seven of 483) (1)—and in one prospec- 
tive study (22) the prevalence was 0.9% (six of 679). 
In larger studies from non-Western countries the prev- 
alences were similar to the one found in this study: 
0.2% (three of 1,500) (23) and 0.15% (six of 4,000) 
(24). 

There are several possible explanations for this wide 
range in estimated prevalences: 1) the thoroughness of 
case ascertainment may vary greatly across studies, 2) 
diagnostic criteria differ, 3) the age, sex, diagnostic 
distribution, and medical condition of patients ex- 
posed to neuroleptics is different in different settings, 
and 4) the type of neuroleptic, dose, rate of dose 
change, and the frequency of concurrent use of neuro- 
leptics and antiparkinsonian agents or lithium vary 
widely among different treatment settings. Unfortu- 
nately, the few reports including estimates of the prev- 
alence of neuroleptic malignant syndrome did not pro- 
vide data on the characteristics of the patients at risk 
or on the pattern of medication use in the treated pop- 
ulation. Therefore, it is @ifficult to test hypotheses 
about the differences in reported prevalences of neu- 
roleptic malignant syndrome. 

There are some characteristics that distinguish our 
9,792 patients from most Western samples and, thus, 
may be related to the low prevalence of neuroleptic 
malignant syndrome: 1) all the patients were of the 
Chinese Han racial group, 2) only 8.8% of the patients 
had affective disorder diagnoses (Chinese clinicians 
tend to overdiagnose schizophrenia [25, 26], so a 
higher proportion of the patients would have had af- 
fective disorder diagnoses if DSM-III-R criteria had 
been used) and only 6.9% of all the patients concur- 
rently used lithium and a neuroleptic, 3) because of the 
relatively long hospital stays of patients in China 
(mean of 122 days for our control subjects), Chinese 
clinicians tend to increase oral doses of neuroleptics 
more slowly than Western clinicians and to use lower 
maximum doses of oral drugs, and 4) 79.6% of all the 
patients were concurrently using antiparkinsonian 
agents. 


Risk Factors 


In the absence of information about the populations 
from which patients with neuroleptic malignant syn- 
drome are drawn, the importance of the many previ- 
ously proposed risk factors is doubtful. In this study 
we determined the relative importance of potential risk 
factors by comparing the rates of neuroleptic malig- 
nant syndrome in persons exposed to these factors. 


NEUROLEPTIC MALIGNANT SYNDROME IN CHINA 


The computed rates are based on small numbers of 
cases, so interpreting differences in rates must be done 
cautiously, but our findings contrast sharply with 
those in previous reports. Neuroleptic malignant syn- 
drome has been reported to be more common in young 
men (27), patients with nonschizophrenic illnesses 
(28), patients who are using high-potency drugs (29), 
and patients who concurrently receive neuroleptics 
and lithium (1). We did find a higher rate in men than 
in women, but young adulthood, nonschizophrenic ill- 
ness, use of oral high-potency neuroleptics, and con- 
current use of lithium did not appear to be important 
risk factors in our patients. Our study, however, had 
low power (because of the small number of patients 
with neuroleptic malignant syndrome) and may not 
have detected small differences in the rates of neuro- 
leptic malignant syndrome between patients with dif- 
ferent exposures. 

The rate of neuroleptic malignant syndrome in pa- 
tients exposed to depot fluphenazine decanoate was 
significantly higher than the overall rate, and the rate 
in patients who used depot fluphenazine without con- 
current antiparkinsonian agents was extremely high. 
The importance of depot fluphenazine in our sample of 
inpatients may be related to the relatively high doses 
used, 

Our data do not address some potential risk factors: 
patients with medical syndromes that may predispose 
to neuroleptic malignant syndrome were specifically 
excluded, the total duration of exposure to specific 
neuroleptics was not known, the rate of dose increases 
was not calculated, and the maximum total daily doses 
of neuroleptics for control patients using multiple oral 
medications were not available. We cannot, therefore, 
comment on the importance of these factors, in the 
development of neuroleptic malignant syndrome. 

Since each patient with neuroleptic malignant syn- 
drome has been exposed to multiple risk factors, there 
is considerable confounding of factors. Moreover, it is 
possible that particular combinations of factors—not 
individual factors—result in a high risk for neuroleptic 
malignant syndrome. Controlling confounders and as- 
sessing possible interaction effects by using multivari- 
ate analyses would help identify the most pertinent risk 
factors, but this type of analysis would require a much 
larger group of patients with neuroleptic malignant 
syndrome. 

The relatively infrequent occurrence of neuroleptic 
malignant syndrome makes it difficult for any one re- 
searcher to systematically collect sufficient cases to test 
etiologic, diagnostic, or therapeutic hypotheses. More- 
over, the symptomatic heterogeneity and frequent fail- 
ure to exhaustively exclude medical causes in the pub- 
lished case reports seriously limit the validity of 
conclusions drawn by combining data across studies. 
The conundrums of neuroleptic malignant syndrome 
will remain unresolved until a uniform protocol for 
case ascertainment, data collection, and treatment is 
prospectively applied at a number of large psychiatric 
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centers. We would be interested in collaborating with 
other researchers to organize such a multicenter study. 
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Factors in the Development of Severe Forms 
of Tardive Dyskinesia 


Ramzy Yassa, M.D., Neelakanta P.V. Nair, M.D., 
Hani Iskandar, M.D., and George Schwartz, M.Sc. 


The authors evaluated 558 patients for tardive dys- 
kinesia. They found that the prevalence of tardive dys- 
kinesia was 34%. There were no differences between 
men and women in prevalence of tardive dyskinesia. 
However, severe tardive dyskinesia was found to occur 
more in male patients 40 years old or younger and in 
female patients 71 years old or older. Patients with mild 
tardive dyskinesia received more neuroleptics than did 
patients with moderate and severe forms. However, pa- 
tients with moderate tardive dyskinesia had significantly 
more drug-free periods in their drug histories than did 
patients with mild tardive dyskinesia. 

(Am J Psychiatry 1990; 147:1156~1163) 


S evere tardive dyskinesia has rarely been the focus 
of systematic studies. Data based on referred cases 
(not on prevalence studies) have been published (1, 2). 
Gimenez-Roldan et al. (1) reported on nine patients 
with tardive dystonia and 13 with tardive dyskinesia 
whom they saw in consultation in a neurology depart- 
ment. Similarly, Gardos et al. (2) reported on 19 pa- 
tients with severe tardive dyskinesia whom they saw in 
their consultation department; they compared these 19 
patients with 45 patients examined in their hospital 
who had mild tardive dyskinesia. Gardos and Cole (3) 
commented on the lack of cases of severe tardive dys- 
kinesia, which may be the reason why patients with 
severe tardive dyskinesia are seldom discussed or pre- 
sented in the literature. Although these patients may 
show grotesque movements associated with distress 
and functional impairment (4, 5), most of the reports 
in the literature consist of anecdotal descriptions 
rather than systematic studies of the factors leading to 
the development of the more severe forms of tardive 
dyskinesia. 

Another difficulty in dealing with severe tardive dys- 
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kinesia has been the problem of the measurement of 
severity; criteria for severity have not been uniformly 
applied. Some authors (6) use the total score of a scale 
as their criterion of severity, others (2, 7) use the level 
of subjective and objective distress and degree of func- 
tional impairment as measures of severity, and still 
others (8) use the severity criterion of one body area. 
There are problems with classifying the severity of tar- 
dive dyskinesia according to the first two systems. If 
we use the total score criterion, patients exhibiting se- 
vere tardive dyskinesia in one body area may have a 
low total score and thus would not be considered as 
exhibiting severe tardive dyskinesia. In addition, using 
the criteria of distress and incapacitation as indicators 
of severity may not apply to all patients because pa- 
tients with tardive dyskinesia may rarely complain of 
their movements (9). All these considerations led us to 
choose the severity criterion of one body area as a 
measure of severity. 

Our aim in the present study was to identify demo- 
graphic characteristics of patients with severe tardive 
dyskinesia in a large group of patients. In addition, we 
carried out an in-depth comparison of patients with 
severe, moderate, or mild tardive dyskinesia to identify 
treatment variables associated with severity of tardive 


dyskinesia. 


METHOD 


The study group consisted of 355 patients admitted 
to the chronic wards of our hospital, including the 
psychogeriatric inpatient units, and 203 outpatients at- 
tending the follow-up clinics of the hospital. The 558 
patients included 263 men and 295 women. All of the 
patients were assessed during the year 1987 by using 
the Simpson Rating Scale (10). This scale measures 
tardive dyskinesia on a scale of 1—6 on which 1=no 
tardive dyskinesia and 6=severe tardive dyskinesia. A 
score of 3 (mild tardive dyskinesia) on the scale in one 
body area was sufficient for the diagnosis of tardive 
dyskinesia. Approximately 60% of the 558 patients 
had been assessed previously on several occasions (11, 
12). 

For the diagnosis of severe tardive dyskinesia, a 
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TABLE 1. Age of and Neuroleptic Use by 558 Psychiatric Patients With or Without Tardive Dyskinesia 


Age at Time of 


Study (years) 
Diagnosis and Sex Mean SD 
Tardive dyskinesia (N=191) 
Men (N=80) 60.8. 14.2 
Women (N=111) 68.7 10.3 
Mild (N=91) 
Men (N=41) 64.4 11.0 
Women (N=50) 66.5 9.8 
Moderate (N=80) 
Men (N=32)} 58.1 14.5 
Women (N=48) 70.8 11.0 
Severe (N=20) 
Men (N= 39.3 12.5 
Women (N=13) 71.9 10.8 
No tardive dyskinesia (N=367) 
Men (N=183) 52.9 14.6 
Women (N=184) 59.2 15.8 
Total (N=558) 
Men (N=263) $5.4 14.7 
Women (N=295) 62.8 14.7 


Duration of 
Neuroleptic Use Current Neuroleptic 
(years) Dose (mg/day)* 

Mean SD Mean SD 
22.4 8.3 538.8 571.3 
22.9 8.7 299.5 491.8 
24.2 7.8 559.6 541.0 
25.6 7.0 382.4 597.1 
p45 Re) 7.9 540.2 621.9 
2C:.0 9.6 234.9 437.9 

5.7 7.5 350.0 144.3 
24.8 Taa 198.8 235.0 
20.1 9.4 749.1 921.8 
22.1 9.3 647.5 846.6 
20.9 8.9 691.8 840.7 
22..4 8.9 516.2 753.7 


*There were significant differences between the men with and without tardive dyskinesia (t=2.25, df=234, p<0.03), between the women with 


and without tardive dyskinesia (t=4.47, df=293, p<0.0001), and between all of the men and all of the women (t=2.59, df=500, p<0.01). 


score of 5 (moderately severe) or 6 (severe) in one body 
area was required. Thus, if severe tardive dyskinesia 
was present in one body area and other degrees of 
severity were present in other parts of the body or if 
severe tardive dyskinesia was present in only one body 
area, the patient was diagnosed as having severe tar- 
dive dyskinesia. Similarly, moderate tardive dyskinesia 
was diagnosed if the patient had a score of 4 in one 
body area, and mild tardive dyskinesia was diagnosed 
if the patient’s score was 3. Approximately 60% of our 
patients with moderate and mild tardive dyskinesia 
had been assessed previously and were found to have 
stable tardive dyskinesia (13). 

One of us (R.Y.) assessed the patients once. To be 
included in the study, a patient had to have received 
neuroleptics for at least 2 years. Diagnoses of schizo- 
phrenia and affective disorder were made according to 
DSM-III, The doses of neuroleptics were converted to 
chlorpromazine equivalents by using the Davis for- 
mula (14). 

Following the identification of the patients with tar- 
dive dyskinesia, their files were reviewed for the fol- 
lowing information: 1) age at onset of psychosis, 2) 
age at initiation of neuroleptic treatment, 3) total in- 
take of psychotropic drugs, 4) diagnosis, 5) organic 
conditions, 6) drug-free periods, 7) when the move- 
ment disorder was first noted in the file. 

Drug-free periods were defined as any interruption 
of neuroleptic administration either recommended by 
the physician or conducted by the patient (i.e., the pa- 
tient refused treatment) and recorded in the patient’s 
file. Only drug-free periods lasting for 3 months or 
more were considered. 

To diagnose organic treatments or conditions, such 
as ECT and diabetes mellitus, we used the criteria of 
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Simpson et al. (15). Only files that were complete from 
the first onset of psychosis to the present were included 
in this analysis. 


RESULTS 


The mean+SD age of the 558 patients was 59.2+ 
15.2 years. The 263 men were significantly younger 
than the 295 women (55.4+14.7 versus 62.8+14.7 
years, t=5,93, df=556, p<0.001). 


Prevalence of Tardive Dyskinesia 


One hundred ninety-one (34%) of the 558 patients 
in our study were found to have tardive dyskinesia in 
one or more body areas. Eighty (30%) of the men and 
111 (38%) of the women had the disorder. The differ- 
ence in prevalence of tardive dyskinesia between men 
and women was not statistically significant (y7=2.995, 
df=1). 

Thirty-two (12%) of the men and 48 (16%) of the 
women had moderate tardive dyskinesia. Seven (3%) 
of the men and 13 (4%) of the women had severe 
tardive dyskinesia. These differences were not statisti- 
cally significant. As shown in table 1, men with severe 
tardive dyskinesia were younger and had a shorter du- 
ration of neuroleptic therapy than any of the other 
patients with or without tardive dyskinesia. Men and 
women without tardive dyskinesia had significantly 
higher mean current neuroleptic doses than men and 
women with tardive dyskinesia, and men with and 
without tardive dyskinesia had significantly higher 
mean current neuroleptic doses than women. 
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SEVERE TARDIVE DYSKINESIA 


TABLE 2. Characteristics of 20 Patients With Severe Choreoathe- 
toid Dyskinesia or Tardive Dystonia 





Patients With 


Choreoathetotd Panents With 


Dyskinesia Tardive Dystonia 

Characteristic (N=11) (N=9) 
Male-female ratio 0:11 de 
Age (years) 

Mean 74.0 44.1] 

SD vie 16.8 

Range 65-91 26—78 
Simpson Rating Scale score? 

Mean 27.2 13.0 

SD 13.8 19 

Range 6-54 6—24 
Current neuroleptic dose 

(mg/day) 

Mean 230.0 277.8 

SD 243.0 190.6 

Range 55-900 0-600 
Time since first exposure to 

neuroleptic (years) 

Mean 14.9 #1 

SD 8.6 4.8 

Range 5—30 i-14 


*1=no tardive dyskinesia, 6=severe tardive dyskinesia. 


Manifestations of Tardive Dyskinesia 


Central manifestations of tardive dyskinesia (facial, 
buccal, and oral) were present in 65 (81%) of the 80 
men with tardive dyskinesia and 105 (95%) of the 111 
women with tardive dyskinesia. Peripheral tardive dys- 
kinesia (body and limbs) was equally distributed be- 
tween men (28 patients [35%]) and women (39 pa- 
tients [35%]). 

Of the central manifestations of tardive dyskinesia, 
hip and chewing movements were the most common 
(114 patients had hip movements and 111 had chew- 
ing movements), followed by tongue protrusion (82 
patients), and the bon bon sign (27 patients). The least 
common movements were those in the periocular area 
(26 patients). Of the peripheral manifestations, the 
limbs were the most affected (41 patients had lower 
limb movements and 30 had upper limb movements); 
axial hyperkinesia was found in 18 patients. 

Table 2 gives the male-female ratio, age, Simpson 
Rating Scale scores, and neuroleptic doses of the 20 
patients with severe tardive dyskinesia. Choreoathe- 
toid dyskinesia was present only in the women in the 
study group. Tardive dystonia was present in seven 
men and two women. Three of the patients with tar- 
dive dystonia had mild bucco-oral tardive dyskinesia, 
two had respiratory tardive dyskinesia, one had par- 
kinsonian tremors in both hands, and three had tardive 
dystonia without any other movement disorders. Table 
2 shows that tardive dystonia was noted sooner after 
the start of neuroleptic therapy than was choreoathe- 
toid dyskinesia. The patients with tardive dystonia 
were also younger than those with choreoathetoid 
dyskinesia. 

Eight of the nine patients with dystonia and seven of 
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the 11 patients with dyskinesia complained about and 
were incapacitated by their movement disorder. 


Tardive Dyskinesia, Age, and Gender 


Table 3 shows that the rate of tardive dyskinesia 
increased with age among these patients. In women, 
the increase was curvilinear, but the prevalence in men 
decreased or stabilized around age 70. 

The prevalence of tardive dyskinesia was signifi- 
cantly higher in men 40 years old or younger than in 
women of the same age group. On the other hand, 
moderate and severe tardive dyskinesia were more 
prevalent in women 71 years old or older than in men 
in the same age group; 33 (34%) of 98 women but 
only six (14%) of 44 men 71 years old or older had 
moderate or severe tardive dyskinesia. This difference 
was statistically significant (y*=6.1, df=1, p<0.025). 
In the 41—70-year-old age group, tardive dyskinesia 
was equally distributed among the men and women 
(31.1% in men versus 33.1% in women). The numbers 
of men and women with moderate or severe tardive 
dyskinesia were also not statistically significantly dif- 
ferent; 19 (12%) of the 157 men and 27 (16%) of the 
172 women in this age group had moderate or severe 
tardive dyskinesia. 


Patient Chart Analysts 


Of the 191 patients who had severe (N=20), mod- 
erate (N=80), or mild (N=91) tardive dyskinesia, 155 
(81%) had complete files. Nineteen of these patients 
had severe, 70 had moderate, and 66 had mild tardive 
dyskinesia. The 36 incomplete files were excluded 
from analysis; 20 of these patients were treated in 
other hospitals, and 16 had interrupted treatment in 
our hospital. Characteristics of the excluded patients 
with mild or moderate tardive dyskinesia compared 
with those of the patients with complete files are pre- 
sented in table 4. No significant differences were found 
between these two groups. 


Comparison of Patients With Mild, Moderate, or 
Severe Tardive Dyskinesia 


Table 5 presents a comparison of the men and 
women with mild, moderate, or severe tardive dyski- 
nesia. Men with severe tardive dyskinesia were 
younger than all of the other groups of patients. The 
male patients with mild, moderate, or severe tardive 
dyskinesia did not differ from each other in age at the 
start of neuroleptic treatment. However, among the 
women, those with moderate tardive dyskinesia 
started neuroleptic treatment at a significantly older 
age than did those with mild tardive dyskinesia (see 
table 5). 

As noted in table 5, patients with mild tardive dys- 
kinesia had a significantly greater total neuroleptic in- 
take than did patients with moderate or severe tardive 
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TABLE 3. Distribution of Tardive Dyskinesia Among 558 Psychiatric Patients by Age Bracket 





Age (years) 
40 or 71 or 
Diagnosis and Sex Younger” 41—50 51—60 61-70 Older 
Number of patients with tardive dyskinesia 
Mild 
Men 0 5 10 15 11 
Women 0 1 13 16 20 
Moderate 
Men 8 3 7 8 6 
Women 1 3 3 16 25 
Severe 
Men 6 0 0 1 0 
Women 0 1 0 4 
Total 
Men 14 8 17 24 17 
Women 1 5 16 36 53 
Patients with tardive dyskinesia as a percent of all 
patients in age group 
Men 22.6 17.8 28.3 46.0 38.0 
Women 4.0 18.5 25.8 42.3 54.1 
Number of patients without tardive dyskinesia 
Men 48 37 43 28 27 
Women 24 22 46 47 45 
Total number of patients 
Men 62 45 60 52 44 
Women 25 27 62 83 98 


Men in this age group represented a significantly larger percent of the total than did women in this age group (x?=4.3, df=1, p<0.05). 


TABLE 4. Characteristics of Patients With Mild or Moderate Tardive Dyskinesia Included (N=136) and Excluded (N=35) From Study 


Age at First 
Age at Time Exposure to 
of Study Neuroleptics Diagnosis (number of patients) 
van van Male-Female Schizo- Affective Organic 
Group Mean SD Mean SD Ratio phrenia Disorder Disorder 
Patients with moderate tardive dyskinesia 
Included (N=70) 66.9 12.7 45.9 14.2 30:40 27 22 21 
Excluded (N=10) 63.8 18.8 41.3 13.8 2:8 6 4 0 
Patients with mild tardive dyskinesia 
Included (N=66) 66.0 9.7 41.3 12.6 29:37 44 12 10 
Excluded (N=25) 62.2 10.6 35.0 15.9 12:13 13 11 1 


dyskinesia. Patients with mild tardive dyskinesia also of the patients with mild, 28 (40%) of the patients 
had a higher aliphatic and piperazine phenothiazine with moderate, and five (26%) of the patients with 
intake, but there was no significant difference among severe tardive dyskinesia. 


the groups in intake of piperidine phenothiazines and Nineteen of the 155 patients were found to have 
haloperidol. received single neuroleptics during the entire course of 
The most commonly prescribed drugs were the ali- their treatment. Six of the 19 patients with severe tar- 


phatic phenothiazines; 62 (94%) of the patients with dive dyskinesia had received single neuroleptics (one 
mild, 64 (91%) of the patients with moderate, and 15 man each received an aliphatic, piperazine, or haloper- 
(79%) of the patients with severe tardive dyskinesia idol neuroleptic; one woman received an aliphatic and 
were given these drugs. The next most commonly pre- two women received haloperidol). Six of the 70 pa- 
scribed drugs were the piperazines; 54 (82%) of the tients with moderate tardive dyskinesia were pre- 
patients with mild, 58 (83%) of the patients with mod- scribed single neuroleptics (one man received haloper- 
erate, and 11 (58%) of the patients with severe tardive idol, three women received aliphatic phenothiazines, 
dyskinesia were given these drugs. Haloperidol was and two women received piperazines). Seven of the 66 
next; 32 (49%) of the patients with mild, 34 (49%) of patients with mild tardive dyskinesia received single 
the patients with moderate, and nine (47%) of the neuroleptics (one man received a piperazine phenothi- 
patients with severe tardive dyskinesia received this azine and one received haloperidol; four women re- 
drug. Finally, the piperidines were given to 21 (32%) ceived aliphatic phenothiazines and one received hal- 
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SEVERE TARDIVE DYSKINESIA 


TABLE 5. Characteristics of 155 Male and Female Patients With Mild, Moderate, or Severe Tardive Dyskinesia 





Age at First 
Age at Time of Exposure to Duration of Drug-Free Current 
Study Neuroleptics Hospitalization Periods Neuroleptic 
(years) (months)* (months) (months) Dose (mg/day) 

Group Mean SD Mean SD Mean SD Mean SD Mean SD 
Patients with mild tardive 

dyskinesia 

Men (N=29) 64.3 10.0 39.6 11.9 238.0 197.7 11.1 22.7 698.8 758.3 

Women (N=37) 67.4 93 42.7 13.1 175.9 175.3 7.9 19.2 320.3 409.9 

Total (N=66) 66.0 9.7 41.3 12.6 203.2 183.9 9.3 20.7 486.6 613.7 
Patients with moderate 

tardive dyskinesia 

Men (N=28) 61.4 1231 39.6 9.4 164.5 212.0 22.6 41.8 615.0 840.6 

Women (N=42) 70.6 11.8 50.2 15.3 161.5 179.1 19.8 30.0 232.5 439.2 

Total (N=70) 66.9 12.7 45.9 14.2 162.7 191.4 20.9 35.0 385.5 653.3 
Patients with severe 

tardive dyskinesia 

Men (N=6) 43.8 20.1 34.2 22.7 19.5 12.8 0.5 T2 433.3 213.7 

Women (N=13) 71.0 10.4 48.2 13.2 225.2 214.9 16.8 27.9 223.5 244.3 

Total (N=19) 62.4 18.8 43.8 17.4 158.8 200.7 11.7 24.1 289.7 250.0 


„Significantly lower for women with mild tardive dyskinesia than for women with moderate tardive dyskinesia (t=2.3, df=77, p<0.05). 
Significantly lower for all patients with mild tardive dyskinesia than for all patients with moderate tardive dyskinesia (t=2.37, df=134, 
p<0.02). 

“Significan aes higher for all patients with mild tardive dyskinesia than for all patients with moderate (t=3.2, df=134, p<0.01) or severe 
(t=2.28, 83, p<0.05) tardive dyskinesia. 

Ead higher for M patients with mild tardive dyskinesia than for all patients with moderate tardive dyskinesia (t=4.22, df=134, 
p<0.001). 

“Significantly higher for all patients with mild tardive dyskinesia than for all patients with severe tardive dyskinesia (t=2.59, df=83, p<0.02). 


operidol). Thus, nine patients received only aliphatic 
phenothiazines, six received only haloperidol, and four 
received only piperazine phenothiazines. 

Drug-free periods were described in the charts of 

26% (N=17) of the patients with mild tardive dyski- 
nesia but in 64% (N=45) of the patients with moder- 
ate tardive dyskinesia (y*=2.03, df=1, p<0.001). On 
the other hand, 47% (N=9) of the patients with severe 
tardive dyskinesia had drug-free periods. The differ- 
ence between patients with mild and severe tardive 
dyskinesia was not significant (x°=3.2, df=1). Inter- 
estingly, none of the patients with tardive dystonia had 
drug-free periods. 

As noted in table 5, the patients with mild tardive 
dyskinesia had significantly fewer drug-free months 
than did patients with moderate tardive dyskinesia but 
not significantly fewer than did patients with severe 
tardive dyskinesia. 

The patients with mild, moderate, or severe tardive 
dyskinesia did not differ significantly from each other 
in the number of hospital admissions and the duration 
of hospitalizations (see table 5) or in the mean total 
amount of antidepressant and antiparkinsonian drugs 
prescribed (data not shown). 


Description of Tardive Dyskinesia in the Patient’s 
Files 


Severe tardive dyskinesia was described in the pa- 
tients’ files after a mean+SD of 10.9+8.5 years of neu- 
roleptic treatment; for men the mean was 4.6+2.9, 
and for women it was 13.5+8.7. Moderate tardive 
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dyskinesia was described after a mean of 13.2+7.3 
years; for men it was 11.9+6.9, and for women it was 
13.9+7.5. Mild tardive dyskinesia was described after 
a mean of 17.0+7.8 years; for men the mean was 
20.8+7.2, and for women it was 14.9+7.8. 


Organic Factors and Treatments 


Due to the small number of patients with severe 
tardive dyskinesia, we combined the patients with 
moderate and severe tardive dyskinesia into one mod- 
erate-to-severe tardive dyskinesia group and compared 
it with the group of patients with mild tardive dyski- 
nesia. There was no difference in organic factors be- 
tween the patients in the moderate-to-severe tardive 
dyskinesia group and those in the mild tardive dyski- 
nesia group (see table 6). There was a mean of 1.5+1.2 
organic diagnoses in the patients with moderate-to- 
severe tardive dyskinesia and a mean of 1.4+1.2 in the 
patients with mild tardive dyskinesia. Mental retarda- 
tion was present significantly more often in the mod- 
erate-to-severe group than in the mild group (see table 
6). ECT was given to a higher percentage of the pa- 
tients with mild tardive dyskinesia than with moder- 
ate-to-severe tardive dyskinesia (see table 6). The 25 
patients with mild tardive dyskinesia who received 
ECT were given a mean of 32.7+25.4 treatments; the 
24 patients with moderate-to-severe tardive dyskinesia 
who received ECT were given a mean of 20.4417.1 
treatments. Similarly, the eight patients with moder- 
ate-to-severe tardive dyskinesia who had insulin comas 
received a mean of 28,1+20.1 treatments; the 12 pa- 


a... 4 A?7 LS Oa wwe FL 8... 


\ 


~ 


N. 


TABLE 5. (continued) 


Total Neuroleptic Intake (g) (chlorpromazine equivalents) 


YASSA, NAIR, ISKANDAR, ET AL. 


Aliphatic® Piperidine Piperazine" Haloperidol 

Mean SD Mean SD Mean ` SD Mean SD Mean SD 

5101.4 3516.3 1905.7 1540.4 111.1 234.6 2119.4 2205.5 665.4 1927.8 
3209.8 2384.5 1359.3 1410.6 133.0 273.0 1387.0 1567.0 331.8 792.8 
4041.0 3266.8 1599.0 1483.0 123.4 255.0 1840.7 1929.3 478.4 1406.0 
3273.4 2819.3 883.6 931.0 206.1 487.4 1313.7 1220.0 776.8 2058.6 
1996.7 1741.0 642.3 774.8 43.4 120.5 1098.0 1335.2 208.8 648.3 
2507.4 2304.0 738.8 842.6 108.5 328.7 1184.2 1285.7 436.0 1409.5 
1100.3 980.2 206.5 245.8 6.0 12.0 333.0 516.2 554.8 686.5 
2729.8 2476.7 1280.0 1555.5 117.4 258.5 817.6 1268.5 496.9 852.8 
2215.3 IDARE 940.0 1375.8 82.2 217.8 664.6 1095.6 515.0 785.1 


tients with mild tardive dyskinesia who had insulin 
comas received a mean of 49.0+31.1 treatments. 


DISCUSSION 


Tardive dyskinesia was present in 34% of our pa- 
tient group. This is a higher rate than the estimated 
20% prevalence of tardive dyskinesia in similar groups 
(16). However, our sample included a large number of 
older patients, which might account for the higher 
prevalence of tardive dyskinesia (16). 

We found no statistically significant difference in the 
prevalence of tardive dyskinesia between men and 
women (30% versus 38%, respectively), although the 
women were significantly older than the men. The lit- 
erature is divided on this issue. Some studies indicated 
that women have a higher prevalence of tardive dys- 
kinesia than men (17), others found no difference (18), 
and still others found that men had a higher prevalence 
of tardive dyskinesia than women (19). 

In our study, the prevalence of tardive dyskinesia 
increased with age. However, the distribution of the 
severity of tardive dyskinesia differed according to gen- 
der. More men than women who were 40 years old or 
younger had tardive dyskinesia (23% versus 4%), 
More men than women in this age group also had 
moderate and severe tardive dyskinesia. On the other 
hand, more women than men who were 71 years old 
or older had moderate and severe tardive dyskinesia 
(34% versus 14%). Moderate-to-severe tardive dyski- 
nesia was equally distributed in both sexes in the 41- 
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70-year-old age group (16% of the women and 12% 
of the men). These findings confirm those of other 
studies (8, 20). 

The prevalence of severe tardive dyskinesia in our 
patient group was 3.6% (20 of 558). We found 11 
studies (including ours) that discuss severe tardive dys- 
kinesia (6, 17, 19—26); these studies included 11,484 
patients. The mean prevalence of severe tardive dyski- 
nesia in these studies was 4.3% (range=0%—12.5%). 
In men, the weighted mean prevalence of severe tar- 
dive dyskinesia was 3.4% (range=0%—9.6%), and in 
women it was 5.1% (range=0%—15.2%). In five stud- 
ies (6, 17, 21, 23, 26), women had a higher prevalence 
of severe tardive dyskinesia than men, and in six (19, 
20, 22, 24, 25, and our own), no gender difference was 
found. 

The manifestations of severe tardive dyskinesia dif- 
fered in men and women. Although tardive dystonia 
was the most common manifestation of severe tardive 
dyskinesia in young men, choreoathetoid dyskinesia 
was more common in elderly women. It is to be noted 
that patients with tardive dystonia also had other man- 
ifestations of tardive dyskinesia and patients with 
choreoathetoid dyskinesia had some symptoms of tar- 
dive dystonia. These findings are in agreement with 
those of Gerdos et al. (7), who found that four of seven 
patients with severe tardive dyskinesia were women 
(mean age=67.5 years), compared with six of eight 
men who had severe tardive dystonia (mean age=34.3 
years). Patients suffering from tardive dystonia com- 
plain of their movement disorder, but not all patients 
with severe tardive dyskinesia do so. Therefore, using 


4471 


SEVERE TARDIVE DYSKINESIA 


TABLE 6. Organic Factors and Treatments in 155 Patients With 
Moderate-to-Severe or Mild Tardive Dyskinesia 


Patients With 
Moderate-to- 
Severe Tardive 


Patients With 
Mild Tardive 


Dyskinesia Dyskinesia 
(N=89} (N = 66) 

Factor or Treatment N Yo N Yo 

Diabetes mellitus 14 15.7 9 13.6 
ECT 24 27.0 25 37.9 
insulin comas 8 9.0 12 18.2 
Cardiovascular disease 19 21.3 14 212 
Lobotomy 3 3.4 3 4.5 
Alcohol abuse 11 12.4 5 7.6 
Cancer 4 4.5 5 7.6 
Thyroid disorders 5 5.6 6 9.1 
Chronic lung disease 6 6.7 5 7.6 
Mental retardation” 15 16.9 2 3.0 
Epilepsy 4 4.5 5 7.6 
Dementia 8 9.0 4 6.1 


“Significantly more patients with moderate-to-severe tardive dyski- 
nesia had this factor (x7=7.4, df=1, p<0.001). 


subjective and objective criteria of incapacitation for a 
diagnosis of severe tardive dyskinesia may not be the 
best way of diagnosing this disorder. On the other 
hand, as shown in table 2, using the total score for 
severity may be misleading. 

Efforts to relate tardive dyskinesia to a particular 
type of neuroleptic have been futile (27). In this study, 
we found 19 patients who received one neuroleptic 
during the entire course of their treatment. All pheno- 
thiazine groups (except piperidines) were represented. 

Interestingly, age at onset of neuroleptic treatment 
has been considered a factor in the development of 
tardive dyskinesia (28). Patients who received neuro- 
leptics for the first time later in life were found to 
develop tardive dyskinesia that was more severe and 
that developed in a shorter period than patients who 
received neuroleptics earlier in life (28). In this study, 
we found that women with moderate tardive dyskine- 
sia received neuroleptics at a significantly later age 
than did women with mild tardive dyskinesia. 

In our study group, patients with mild tardive dys- 
kinesia received a greater total amount of neuroleptics 
than did patients with moderate or severe tardive dys- 
kinesia, although the duration of treatment was not 
significantly different. This may be an epiphenomenon, 
however. It is possible that the treating physician no- 
ticed the tardive dyskinesia and lowered the dose in 
those patients with severe tardive dyskinesia. This may 
partly explain the higher current neuroleptic dose in 
patients with mild tardive dyskinesia than in those 
with more severe forms (see table 1) and the conse- 
quent masking effect of neuroleptics on tardive dyski- 
nesia symptoms. It is also possible that the lower total 
neuroleptic dose and total aliphatic phenothiazine 
dose noted in men with severe tardive dyskinesia may 
be due to the very young age of this subgroup, which 
had a substantially lower total duration of neuroleptic 
exposure and were probably treated in an era when 
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aliphatic drugs were less likely to be prescribed. On the 
other hand, it is possible that patients who develop 
severe tardive dyskinesia do so faster and with rela- 
tively smaller amounts of neuroleptics than do patients 
with mild tardive dyskinesia (28). Susceptibility factors 
have been suggested (29, 30). In our study, piperazine 
phenothiazines as well as aliphatic phenothiazines 
were more often used in the treatment of mild tardive 
dyskinesia than in the moderate and severe forms. This 
finding was unexpected, especially in view of some 
previous reports (20, 31) that piperazine compounds 
are more often prescribed for patients with tardive 
dyskinesia. 

Our study confirms the idea that drug-free periods 
may be an important factor in the development of 
more severe forms of tardive dyskinesia. Several ani- 
mal (32) and human (33) studies have demonstrated 
that drug-free periods are more common in the history 
of patients with tardive dyskinesia, but others have not 
confirmed this finding (2). 

Factors not found to differentiate mild, moderate, 
and severe forms of tardive dyskinesia include dura- 
tion and number of hospitalizations as well as organic 
factors and treatments. 

In conclusion, severe tardive dyskinesia was found 
in 3.6% of our patient group. Young men were found 
to have more severe tardive dyskinesia with a shorter 
duration of neuroleptic treatment than women of the 
same age. On the other hand, women 71 years old and 
older were found to have more severe tardive dyskine- 
sia than men of the same age. Drug-free periods were 
found more commonly and for longer periods of time 
in moderate and severe tardive dyskinesia than in mild 
forms. 
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Cocaine Abuse Among Schizophrenic Patients 


Kathleen Brady, Ph.D., M.D., Raymond Anton, M.D., 
James C. Ballenger, M.D., R. Bruce Lydiard, Ph.D., M.D., 
Bryon Adinoff, M.D., and Jean Selander, R.N., M.S.N. 


Initial studies have indicated that stimulant abuse is 
prevalent among schizophrenic persons. To assess the 
phenomenon of cocaine abuse by patients with schiz- 
ophrenia, 17 male cocaine-abusing schizophrenic pa- 
tients were compared with 22 male schizophrenic pa- 
tients who did not use cocaine. The cocaine-abusing 
subjects had been hospitalized more frequently, were 
more likely to be of the paranoid subtype, and were 
more likely to be depressed at the time of interview. It 
appears that cocaine abuse may influence both the psy- 
chopathologic presentation of schizophrenic patients 
and the intensity of care that they require. 

(Am J Psychiatry 1990; 147:1164-1167) 


C ocaine abuse has grown to epidemic proportions 
in the United States (1). The rewarding effects of 
cocaine are thought to be secondary to a functional 
increase of dopamine at the synapse (2). An interesting 
subgroup of cocaine-abusing individuals are those who 
suffer from schizophrenia. The dopamine hypothesis 
of schizophrenia posits that the psychotic symptoms of 
schizophrenic patients are produced by a functional 
excess of dopamine in certain brain areas (3). Consid- 
ering the dopamine-stimulating and potentially psy- 
chotomimetic properties of cocaine, it is counter to 
common sense that patients suffering from psychotic 
disorders would self-administer this drug. In spite of 
this, several studies have indicated that stimulant 
abuse is more prevalent in schizophrenic individuals 
than in control populations (4, 5). 

Theories attempting to address the complex interac- 
tion between the abuse of psychoactive substances and 
psychopathology have commented on both psychoac- 
tive drug use as a cause of psychiatric symptoms and 
use of drugs of abuse as self-medication for psychiatric 
symptoms (5). Stimulants have been reported to acti- 
vate endogenous psychoses (6, 7) and might be ex- 
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pected to contribute to relapse or worsen the course of 
a preexisting psychosis. Richard et al. (8) reported a 
higher rate of recent stimulant use by hospitalized 
schizophrenic patients than by hospitalized patients 
with other psychiatric diagnoses. On the other hand, 
several investigators have reported improvements in 
negative symptoms of schizophrenia after treatment 
with dopamine agonists (9-11). Thus, the interaction 
between the use of cocaine and schizophrenia may in- 
clude elements of drug-induced exacerbation as well as 
amelioration of specific symptoms. 

Another issue in this patient group is the potential 
relation between stimulant use and tardive dyskinesia. 
Although controversial, a widely held theory is that 
tardive dyskinesia is caused by a supersensitivity of 
dopamine receptors (12). It has also been postulated 
that chronic cocaine use may lead to a supersensitivity 
of dopamine receptors (2). One might speculate that 
stimulant use could precipitate or worsen neuroleptic- 
induced tardive dyskinesia. 

This preliminary study was designed to investigate 
the phenomenon of cocaine abuse in schizophrenic pa- 
tients. Cocaine-abusing schizophrenic patients were 
compared to schizophrenic patients who were nonus- 
ers with respect to positive and negative symptoms of 
schizophrenia, course and subtype of illness, and evi- 
dence of tardive dyskinesia. We also explored the sub- 
jective experiences and reports of motivating factors 
for stimulant use. 


METHOD 


Subjects were recruited from an outpatient clinic at 
the Charleston Veterans Administration Medical Cen- 
ter. Stabilized members of outpatient groups with 
chart diagnoses of either schizophrenia or schizoaffec- 
tive disorder were selected for interview. Of this group, 
17 male patients who met the DSM-III-R criteria for 
schizophrenia and admitted to using cocaine at least 
twice in the last 6 months were compared with 22 male 
patients matched for age and duration of illness who 
met the DSM-III-R criteria for schizophrenia but de- 
nied using cocaine and had had documented negative 
urine drug screens in the year before interview. In all 
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TABLE 1. Diagnostic Subtypes, Current Depression, and Previous 
Suicide Attempts Among Male Schizophrenic Patients Who Were 
or Were Not Cocaine Abusers 


Nonabusers Cocaine 

of Cocaine Abusers 

(N=22) (N= 17) 2 
Variable N % N % (df=1) p 
Schizophrenic 
subtype 
Paranoid 1 4.5 8 47.1 7.30 <0.01 
Undifferentiated 17 77.3 3 17.6 11.36 <0.01 
Schizoaffective 4 18.2 6 35.3 0.71 n.s. 


Current major 


depression 4 18.2 10 58.8 5.23 <0.05 
Previous suicide 
attempts 6. 273 8 47.1 0.92 n.s. 


cases the diagnosis of schizophrenia preceded the stim- 
ulant abuse by a mean+SD of 5.2+1.1 years (range= 
1.0—16.0 years). 

After obtaining informed consent, we administered 
to each subject the portions of the Structured Clinical 
Interview for DSM-III-R (SCID) (13) devoted to psy- 
chotic disorders, affective disorders, and substance 
abuse. Only patients whose diagnoses of schizophrenia 
were confirmed by the SCID were included in the 
study. We used the Brief Psychiatric Rating Scale 
(BPRS) (14) to rate positive and negative schizophrenic 
symptoms. Absence of a symptom was rated as zero. 
BPRS ratings for motor retardation, blunted affect, 
and emotional withdrawal were grouped as the nega- 
tive symptom cluster, and the ratings for hallucinatory 
behavior, unusual thought content, and conceptual 
disorganization were grouped as the positive symptom 
cluster (15). We also rated the subjects on the Abnor- 
mal Involuntary Movements Scale (AIMS) (16). Diag- 
nostic interviews and rating scales were done by a psy- 
chiatrist (K.B.) who was not blind to patients’ history 
of drug use. All cocaine-abusing subjects denied co- 
caine use in the week before interview. 

Additional information concerning length of illness, 
number of prior hospitalizations, employment status, 
and dose of maintenance neuroleptic was obtained 
from an unstructured interview and chart review. In 
addition, we asked each cocaine-abusing subject to de- 
scribe the subjective effects of cocaine use with partic- 
ular attention to the effect on hallucinations, paranoia, 
and mood. 

Student’s t test was used to compare the groups with 
respect to age, duration of illness, number of prior 
hospitalizations, neuroleptic dosage, and scores on the 
BPRS and AIMS. Chi-square (2X2) analysis with 
Yates’ correction factor was used for comparison of 
subtype of schizophrenia, current depression, suicide 
attempts, and employment status. Number of hospi- 
talizations in the year before interview was analyzed 
by chi-square (3x2). 
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TABLE 2. Demographic Characteristics of Male Schizophrenic Pa- 
tients Who Were or Were Not Cocaine Abusers 


Nonabusers Cocaine 
of Cocaine Abusers 
(N=22) (N=17) 
Variable Mean SD Mean SD Comparison 
Age (years) 37.5 5.8 34.4 1.2 t=1.3, df=37, n.s. 
Duration of 
illness 
(years) 14.7 5.8 13.0 5.1 t=1.0, df=37, n.s. 
Number of 
hospitaliza- 
tions dur- 
ing lifetime 9.5 6.5 13.4 69 t=1.8, df=37, 
p<0.10 
Number of 
hospitaliza- 
tions dur- 
ing past 
year 1.0 8.0 1.9 1.0 x7=8.33, df=2, 
p<0.05 
RESULTS 


Table 1 illustrates the distribution of diagnostic sub- 
categories determined by the SCID for the two groups. 
The cocaine-abusing schizophrenic subjects were more 
likely to have diagnoses of the paranoid subtype, 
whereas those who were not cocaine abusers were 
more frequently diagnosed as having the undifferenti- 
ated subtype. Significantly more cocaine-abusing sub- 
jects also met the criteria for a current major depres- 
sive episode at the time of interview. 

Table 2 displays the demographic and psychosocial 
variables in the cocaine-abusing and nonabusing 
groups. The cocaine-abusing patients had had signifi- 
cantly more hospitalizations in the past year, and there 
was a trend toward a greater number of hospitaliza- 
tions during their lifetimes in that group. There were 
no significant differences between the two groups in 
age, duration of illness, or employment history. 

There was a trend (t=1.6, df=37, p<0.10) toward 
higher AIMS scores in the cocaine-abusing group: the 
abusers had a mean+SD score of 4.3+3.1, and the 
nonabusers 2.8+2.2. There were no significant differ- 
ences in mean+SD current neuroleptic dose in chlor- 
promazine equivalents (abusers, 2165+1531; non- 
abusers, 176441491), total BPRS score (abusers, 
23.4+9.5; nonabusers, 19.9+6.6), positive symptom 
cluster score (abusers, 6.6+3.0; nonabusers, 7.2+7.0), 
and negative symptom cluster score (abusers, 6.3+4.6; 
nonabusers, 7.5+4.8). 

In the year before interview, each subject had had at 
least one urine drug screen. Urine drug screens were 
done a mean+SD of 1.60.9 times (range=1-3) in 
the group that did not use cocaine, and all of their 
urine drug screens were negative. In the cocaine- 
abusing group, urine drug screens were done 2.9+1.3 
times (range= 1—6), and 11 of the 17 subjects had had 
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at least one urine drug screen that was positive for 
cocaine. 

Nine of the 17 cocaine-abusing subjects had histo- 
ries of polysubstance abuse, including marijuana, LSD, 
and narcotics. The only drug besides cocaine used by 
this group in the 2 years before interview was mari- 
juana; five admitted to marijuana use approximately 
once a month, and two reported marijuana use more 
than once a week. Nine of this group reported alcohol 
use approximately once a week, and two met the cri- 
teria for current alcohol abuse. In the comparison 
group, six patients reported occasional marijuana use, 
10 stated that they used alcohol approximately once a 
week, and two met the criteria for alcohol abuse. Sub- 
jects in the comparison group denied any other drug 
use. There were no significant differences in marijuana 
or alcohol use between the two groups. 

Patterns of cocaine use varied considerably among 
the cocaine-abusing subjects. In the 6 months before 
interview, six of the subjects reported daily use for at 
least 2 months, four claimed use about 2—3 times a 
week, four claimed use approximately once a week, 
one reported binges for 2—3 days approximately once 
a month, and two reported two 3-to-4-day binges dur- 
ing the time in question. There was no correlation be- 
tween amount of use and patients’ presentation. 

Fifteen of the 17 cocaine-abusing subjects stated that 
cocaine-induced improvement in mood was their main 
motivation for use. Of the remaining patients, one 
stated that the “rush” was the main reason for using 
cocaine, and the other stated that he did not know why 
he used cocaine. Other comments included “I feel 
more talkative and friendly” and “I feel better about 
myself.” Three subjects said cocaine worsened hallu- 
cinations, seven said cocaine decreased the severity 
of their hallucinations, and seven said cocaine had no 
effect on hallucinations. Only two patients reported 
an exacerbation of paranoia under the influence of 
cocaine. 


DISCUSSION 


Our data suggest several interactions between the 
use of cocaine and the course and severity of schizo- 
phrenic illness. The finding of a significantly higher 
number of hospitalizations in the past year in the co- 
caine-abusing group and a trend toward a higher num- 
ber of hospitalizations during their lifetimes in this 
group suggests that cocaine use may worsen the course 
of schizophrenia and contribute to relapse. This agrees 
with the finding by Richard et al. (8) of increased stim- 
ulant use in relapsing schizophrenic patients. 

More paranoid schizophrenic subjects were found in 
the cocaine-abusing group, while chronic undifferenti- 
ated schizophrenia was the most common diagnosis in 
the group of nonusers. It is possible that cocaine, 
which can produce paranoid symptoms in nonpsy- 
chotic individuals (17), increased the expression of 
paranoid symptoms in the cocaine-using group. How- 
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ever, only two subjects stated that cocaine acutely 
worsened their paranoia. It is possible that lack of in- 
sight or inability to make logical connections between 
cocaine use and its effects could explain the lack of 
increase in paranoia reported by our patients. 

The observation that significantly more cocaine- 
abusing schizophrenic patients were currently de- 
pressed suggests that either these patients were using 
cocaine to self-medicate an underlying depression or 
that cocaine use precipitated depression in these indi- 
viduals. Other investigators have also reported a high 
incidence of affective disorder (18) in a stimulant-abus- 
ing patient population. 

The trend toward higher AIMS scores in the co- 
caine-abusing group is a finding with disturbing impli- 
cations. Dixon et al. (19) found higher AIMS scores for 
a group of schizophrenic subjects who abused a wide 
variety of substances than for control subjects. Several 
studies have shown increased dopamine receptor bind- 
ing after chronic cocaine administration (20). It is pos- 
sible that chronic cocaine use can produce a supersen- 
sitivity of dopamine receptors, which could then 
potentiate the neuroleptic-induced supersensitivity 
that some investigators think is responsible for tardive 
dyskinesia. In this light, it is of interest that there was 
no significant difference in current mean neuroleptic 
dose between the two groups in our study. 

The subjective drug experience of our stimulant- 
abusing schizophrenic subjects is also interesting. The 
subjects consistently reported mood elevation as the 
motivation for cocaine use. In addition, some noted 
that cocaine made them feel more sociable and talk- 
ative. This could be viewed as self-medication of 1) 
negative symptoms of schizophrenia, 2) depression, or 
3) neuroleptic side effects. The absence of a difference 
between the two groups in BPRS negative and positive 
symptom cluster scores argues against the notion that 
the cocaine-abusing patients were self-medicating their 
negative symptoms of schizophrenia. One might ex- 
pect a dopamine agonist to exacerbate hallucinations 
and paranoia, but this was seldom reported by our 
patients. Some investigators have failed to find wors- 
ening of hallucinations after the administration of am- 
phetamines to schizophrenic subjects (6). Neuroleptics 
may also differentially block the dopamine tracts 
which mediate psychosis, so that during neuroleptic 
treatment schizophrenic patients experience the eu- 
phoric effects of cocaine without an exacerbation of 
positive symptoms. 

In summary, although this was a preliminary study, 
there were several provocative findings. The cocaine- 
abusing schizophrenic patients had been hospitalized 
more frequently, were more likely to have a diagnosis 
of the paranoid subtype, and were more likely to be 
depressed at the time of interview than a matched 
group that did not use cocaine. Additionally, in the 
cocaine-abusing group there was a trend toward 
higher AIMS scores. It appears that the interaction be- 
tween use of cocaine and schizophrenia may include 
elements of causality as well as self-medication. The 
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nonblind nature of the ratings limits interpretation of 
the data; rater bias regarding potential effects of stim- 
ulant use on subtype of schizophrenia, depression, or 
movement disorders may have influenced the ratings. 
As this study was limited by its small sample size, lack 
of corroboration of reported drug use, and the non- 
blind ratings, larger and better controlled studies will 
be necessary to further clarify the issues raised. 
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Maladaptive Denial of Physical Illness: 
A Proposal for DSM-IV 


David H. Strauss, M.D., Robert L. Spitzer, M.D., and Philip R. Muskin, M.D. 


Denial of physical illness is a commonly encoun- 
tered problem in consultation-liaison psychiatry. Al- 
though there is an extensive literature on denial, it has 
virtually ignored the diagnostic issues raised by the 
individual whose denial of physical illness is clearly 
maladaptive. The authors propose that DSM-IV in- 
clude a subtype of adjustment disorder called “with 
maladaptive denial of physical disorder.” They discuss 
this new category, its differential diagnosis, and the 
benefits to clinical practice of this proposed addition to 
diagnostic classification. 

(Am J Psychiatry 1990; 147:1168-1172) 


D enial of physical illness is a commonly encoun- 
tered problem in consultation-liaison psychiatry. 
The term “denial” has become part of the language of 
the hospital ward. In a broader sense, denial has be- 
come integral to our thinking about the psychological 
response to physical illness. The literature on denial 
has focused on its classification (1), psychological 
function (2), quantification (3), misuse (4), and lack of 
a standard definition (5) but has virtually ignored the 
diagnostic issues raised by the individual whose denial 
of physical illness is clearly maladaptive. 

During a study of the utilization of the DSM-III-R 
classification system in a consultation-liaison psychia- 
try setting, we encountered many patients for whom 
maladaptive denial of physical illness was the focus of 
clinical attention. The only reference to maladaptive 
denial of physical illness in DSM-HI-R is a nondiag- 
nostic category that is outside the classification of men- 
tal disorders, a V code for noncompliance with treat- 
ment. The text for that category indicates its lack of 
specificity: ““This category can be used when the focus 
of attention or treatment is noncompliance with med- 
ical treatment that is apparently not due to a mental 
disorder. Examples include: irrationally motivated 
noncompliance due to denial of illness, noncompliance 
due to religious beliefs, and decisions based on per- 
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sonal value judgments about the advantages and dis- 
advantages of the proposed treatment.” 

DSM-III-R does have a diagnosis, psychological fac- 
tors affecting physical condition, the name of which 
suggests that it might be appropriate for diagnosing 
maladaptive denial of physical illness. However, the 
text and criteria for the category indicate that it is 
intended for noting the direct physiological impact of 
psychological factors, as in the exacerbation of ulcer- 
ative colitis by stress. In denial, psychological factors 
may lead to behavior, such as noncompliance with a 
treatment plan, that may exacerbate a physical disor- 
der. However, the psychological factor in these cases 
only indirectly affects the physical disorder. 

To address the problem of diagnosis for individuals 
whose predominant problem is noncompliance due to 
maladaptive denial of physical illness, we propose that 
DSM-IV add to the list of eight subtypes of adjustment 
disorder a new subtype called “with maladaptive de- 
nial of physical illness.” In this article we review the 
concept of denial of physical illness, present the text 
for the proposed subtype, and discuss its differential 
diagnosis and clinical utility. 


REVIEW OF THE CONCEPT OF DENIAL OF 
PHYSICAL ILLNESS 


Standard texts in consultation-liaison psychiatry (6— 
8) devote considerable space to the description and 
management of denial of physical illness. However, 
there is little clarity about what is meant by denial, 
what its essential features are, how it should be as- 
sessed, and under what conditions the terms “‘healthy/ 
adaptive” or “pathological/maladaptive” should be 
applied. 

Anna Freud (9) described denial as a defense mech- 
anism that has the goal of reducing unpleasant affects 
by means of disavowing aspects of reality. Vaillant (1) 
and other psychoanalytic writers (10) focused on the 
psychotic-like disavowal of reality and classified denial 
as a primitive defense. Weisman (11) divided denial 
according to what was being denied (the fact of the 
illness, the implications, or death). Breznitz (12), in his 
classification of seven types of denial, stressed the 
threat to the individual. Janis (13), noting that situa- 
tional factors, such as inadequate information being 
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given to the individual, contribute to the use of denial, 
suggested that the term “‘pathological denial” be re- 
stricted to situations of acute danger. The many at- 
tempts to operationalize the assessment of denial or to 
index its severity by means of rating scales have dif- 
fered in the relative emphasis given to disavowal of 
reality and to the absence of anxiety (14). This confu- 
sion in the definition of denial likely accounts for the 
widely varying reports of its frequency in samples of 
medically ill patients (14-16). 

Furthermore, there is no consensus about whether 
the expressions “healthy” and “pathological” denote 
the extent to which reality is disavowed, the degree to 
which an expected affect is absent, or outcome. Out- 
come studies in cardiac (17) and cancer (18) patients 
have indicated that denial can serve important adap- 
tive functions. However, many have suggested that 
what is prognostically important in healthy denial may 
have less to do with the disavowal of a stressful reality 
(i.e., the denial) than with other aspects of the denier’s 
approach to life (19), such as psychological hardiness 
(20) or resilience (21). These researchers thereby ques- 
tion the application of the terms “‘healthy” and “patho- 
logical” to denial even when outcome is the basis of 
the distinction. 

Some authors have argued that confusion about 
what is meant by the term “denial” contributes to poor 
clinical practice. Cousins (5) noted that the term is 
often misused in situations in which patients merely 
seek alternative opinions, are noncompliant in order to 
avail themselves of nonstandard approaches to health 
care, or fail to conform to physicians’ expectation of a 
normal emotional response to physical illness. Shelp 
and Perl (4) cited examples in which denial is misap- 
plied to patients whose perceptual or cognitive impair- 
ment, neurological neglect syndromes, or different 
“risk assessments” explain their refusal to accept their 
physicians’ diagnosis, prognosis, or recommended 
treatment. Such misuse of the term can lead to morally 
questionable paternalistic interventions, such as the 
justification of involuntary treatment. 


DEVELOPMENT OF THE PROPOSED NEW SUBTYPE 


In our experience on a psychiatric consultation ser- 
vice, approximately 10% of the consultations involved 
the evaluation of patients who refused treatment. This 
led to our spending much time discussing denial as one 
of several explanations for treatment refusal or non- 
compliance. These discussions made clear the need for 
a precise definition of the term. For example, the pa- 
tient who refuses treatment at least in part because he 
or she has received inadequate information or has 
made an assessment of the risks of treatment which 
differs from that of the physician clearly requires a 
different approach than the patient for whom a thor- 
ough evaluation reveals no apparent explanation ex- 
cept disavowal of the presence or significance of the 
illness—denial more narrowly defined. 
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As an operational definition of maladaptive denial 
evolved, we recognized that in some cases (e.g., grossly 
psychotic patients), the denial was merely a symptom 
of a diagnosable psychotic disorder, such as schizo- 
phrenia or major depression with psychotic features. 
However, ror many other patients, the denial was the 
main symptom of a maladaptive pattern of response 
for which there was no suitable DSM-III-R diagnosis. 
In such cases, we concluded that clinical practice 
would be improved by a new diagnosis whose core 
feature is maladaptive denial of physical illness. The 
availability of such a diagnosis, with inclusion and ex- 
clusion criteria, would facilitate differential diagnosis 
in this often difficult area. 

Since the concept of denial has always involved the 
notion of adaptation to stress, maladaptive denial of 
physical illness lends itself to conceptualization as a 
subtype of adjustment disorder. We propose the fol- 
lowing text for this subtype, adjustment disorder with 
maladaptive denial of physical disorder. 


This category should be used when, as a reaction to the 
symptoms, signs, or diagnosis of a physical illness, the 
predominant response is persistent denial of having a 
physical disorder that exposes the individual to a signifi- 
cantly higher risk of serious physical illness or death. 

The denial takes the form of the individual asserting that 
he or she does not have the physical disorder or of behav- 
ing in a way that indicates that he or she minimizes the 
significance of the disorder. This occurs in the face of ob- 
vious physical manifestations of the disorder or in spite of 
the patient’s having been adequately informed of its. pres- 
ence by a doctor. 

Not included are instances in which the individual not 
only denies having the disorder but is in any other way 
delusional about the disorder, e.g., believing that doctors 
are trying to trick him or her into undergoing an experi- 
mental treatment. Also not included are situations in 
which the individual refuses treatment or lifestyle changes 
that caregivers believe are optimal after having made an 
informed and considered evaluation of the risks and ben- 
efits of these changes. Also not included are situations in 
which the individual refuses treatment because it violates 
his or her religious or subcultural belief system. 


DIFFERENTIAL DIAGNOSIS 


The following case vignettes illustrate the differen- 
tial diagnosis of this disorder from other conditions. 


Case 1. Ms. A, a 60-year-old woman, was admitted to the 
hospital with a fractured pelvis. When X-rays revealed lytic 
lesions suggesting metastatic disease and a suspicious breast 
mass was palpated, biopsy was recommended. The patient 
refused the biopsy and all blood work-ups, claiming that her 
only problem was the fracture. She was shown the X-rays, 
and it was carefully explained that they indicated a carci- 
noma and that without a further work-up she would likely 
get much sicker. She said, “That is your interpretation. 
Please just leave me alone.” The consulting psychiatrist met 
with the patient and family members on several occasions in 
an effort to understand the patient’s reluctance to acknowl- 
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edge her illness. Throughout, Ms. A maintained her view 
that she was not ill and that therefore no treatment interven- 
tions were necessary. 


This case illustrates an extreme form of denial: dis- 
avowal of the physical illness itself in the face of ade- 
quate explanation. 


Case 2. Mr. B, a 56-year-old man who had suffered his 
third massive myocardial infarction 2 days earlier, was found 
doing push-ups and other strenuous exercises in the hospital. 
When he requested to leave the hospital later the same day, 
he explained to the psychiatric consultant that he was aware 
that he had had a “‘small heart attack” but believed that the 
best way to manage the continuing chest pain was to “exer- 


cise through it.” 


This case illustrates another form of denial: ac- 
knowledgment of the illness but behavior that indi- 
cates a failure to appreciate its significance. In addition 
to the diagnosis of adjustment disorder with maladap- 
tive denial of physical illness, further evaluation of this 
patient also suggested the diagnosis of narcissistic per- 
sonality disorder. The therapist, by acknowledging the 
patient’s need to consider himself special and invulner- 
able, was able to convince him of the need for modi- 


fication of his lifestyle. 


Case 3. Ms. C, a 71-year-old woman with lung cancer 
refractory to initial courses of radiation and chemotherapy, 
suffered a cerebrovascular accident that left her with a hemi- 
paresis. After extensive discussions with her husband, daugh- 
ter, and family physician regarding the risks and benefits of 
further treatment for her lung cancer, she refused her oncol- 
ogist’s recommendation of additional chemotherapy. She 
said that she had “been through enough,” since the side 
effects of the therapy were so unpleasant and the potential 
benefits uncertain. She was willing to let her disease “run its 
course.” 


In this case the refusal of the recommended treat- 
ment cannot be ascribed to denial, since the patient 
appears to have made a considered and informed de- 
cision regarding the advisability of further treatment, 
even though her refusal of the treatment probably put 
her at higher risk for an earlier death. 


Case 4. Mr. D, a 24-year-old man with AIDS, refused 
treatment during hospitalization, claiming he was not ill and 
had never been told that he had AIDS. He subsequently re- 
vealed that he believed that his physicians had fabricated his 
diagnosis in order to hold him hostage and experiment on 
him. 


When the disavowal of reality extends beyond the 
question of the presence or absence of the illness, as in 
this case, a psychotic disorder, rather than an adjust- 
ment disorder, should be diagnosed. (In rare cases, ad- 
justment disorder with denial of physical disorder 
could be diagnosed in addition to an unrelated psy- 
chotic disorder.) 
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Case 5. Mr. E, a 48-year-old extremely obese man with a 
cardiomyopathy, sneaked into the hospital pantry nightly 
despite warnings about the impact of his weight on his car- 
diac problem. He stated, “I know I should lose weight, and 
I want to, but I can’t help myself.” 


When a patient is merely unable to comply with 
treatment recommendations or lifestyle changes be- 
cause the advised changes require him or her to over- 
come a compulsive or addictive behavior, it is not con- 
sidered denial. 


Case 6. Mr. F, a 24-year-old man, was paralyzed from the 
waist down because of a bullet wound through his spine. 
Although told by his physicians that he would never be able 
to walk unassisted, he insisted that he would. He partici- 
pated fully in physical therapy. 


This patient, with his claim that he would be able to 
walk unassisted, was denying the significance of his 
physical illness. However, since his disavowal did not 
lead him to avoid rehabilitative efforts, he was not 
exposing himself to a higher risk of subsequent illness. 
Therefore, maladaptive denial would not be diag- 
nosed. 


Case 7. Ms. G, a 27-year-old pregnant woman with bor- 
derline personality disorder and a history of crack cocaine 
abuse, was found to have a placenta previa after near-fatal 
vaginal bleeding. Despite extensive attempts to persuade her 
to stay in bed at the hospital, she insisted that she must leave, 
explaining, “I know I can bleed to death, but if I start bleed- 
ing, I will come back. If I bleed too fast I will die. I don’t care. 
I can’t stand staying in this bed anymore.“ 


This patient’s noncompliance was due to her poor 
judgment and impulsivity, features of her borderline 
personality disorder. The noncompliance did not sig- 
nify denial because she did not fail to appreciate the 
seriousness of her situation. 


Case 8. Ms. H, a 39-year-old woman, had throughout her 
life studied various forms of alternative medical therapies, 
including megavitamins, herbal remedies, and massage. 
When she fractured her leg, she considered the advice of her 
family but refused to go to a physician to have X-rays or 
casting of the limb as they suggested. Instead, insisting that a 
nonstandard approach would be helpful, she consulted her 
library of alternative remedies. 


In this case the individual refused standard medical 
care because of her commitment to a subculture that 
believes in the value of alternative approaches to 
health care. Although the patient was clearly subject- 
ing herself to complications of the fracture, the diag- 
nosis of denial would not be made. 


QUESTIONS RAISED BY THIS DIAGNOSIS 
The proposed diagnosis raises several questions, 


which we address in the following paragraphs. 
Why do you focus on denial of physical illness rather 
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than the many other forms of denial that patients may 
exhibit, such as denial of loss of a relationship or de- 
nial of financial difficulties? It is true that denial is used 
as a defense in a variety of stressful situations. How- 
ever, denial of physical illness is much more likely to 
directly cause behavior that comes to clinical attention, 
since it often involves refusal of treatment that places 
the individual at risk for substantial harm. Although it 
is certainly possible to add other subtypes of adjust- 
ment disorder for other forms of denial, we doubt that 
any of them would fulfill a real clinical need, as we 
believe this subtypes does. 

Will this diagnosis discourage attention to coexist- 
ing axis II pathology or to efforts to understand the 
meaning of the illness to the patient? It should not. As 
case 2 illustrates, attention to a coexisting axis II di- 
agnosis and the specific meaning of the illness to the 
patient will be necessary for optimal treatment, as is 
the case with the other axis I disorders. 

If someone totally denies the presence of a physical 
illness, why is this not a psychotic symptom, deserving 
a diagnosis of psychosis? In a psychotic disorder, the 
individual not only has impaired reality testing but 
creates a new reality. In maladaptive denial of physical 
illness, the individual is insisting on the old reality (his 
or her healthy self) rather than creating a new reality. 
Therefore, a diagnosis of psychosis is not appropriate. 

Doesn’t the proposed new category give diagnostic 
status to a symptom? There are several symptoms in 
DSM-III-R, such as many of the sexual dysfunctions, 
that are given diagnostic status when they are not due 
to another mental disorder. In addition, the other ad- 
justment disorder subtypes, such as adjustment disor- 
der with anxious mood, give diagnostic status to a 
pattern of symptoms. 

Instead of having a separate category for maladap- 
tive denial of physical illness, why not have a classifi- 
cation of atypical illness behavior that includes other 
reasons for noncompliance, such as lack of informa- 
tion, religious beliefs, or a disturbed doctor-patient re- 
lationship (22)? Maladaptive denial of physical illness 
is one form of atypical illness behavior but, unlike 
other ae illness behaviors, such as those due to 
religious beliefs, it is usefully conceptualized as a men- 
tal disorder. Furthermore, from a clinical perspective, 
maladaptive denial of physical illness has different 
management implications than do other atypical forms 
of illness behavior. 

The diagnosis of adjustment disorder is limited to 
cases in which the disturbance lasts less than 6 months. 
How would cases of chronic maladaptive denial of 
physical illness be handled? This problem is also 
present with other maladaptive responses to chronic 
stressors (lasting longer than 6 months), such as mild 
depression in the setting of chronic marital discord, 
which, according to the DSM-III-R criteria, cannot be 
diagnosed as adjustment disorder. One solution would 
be to have two forms of adjustment disorder: acute 
(with a duration of less than 6 months) and chronic 
(with a duration of more than 6 months). (The DSM- 
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IV committee is actively considering dropping the 
DSM-III-R 6-month duration requirement.) 

Does the diagnosis of adjustment disorder with mal- 
adaptive denial of physical illness justify involuntary 
treatment? Not by itself. The legal concept of incom- 
petence that justifies “involuntary treatment involves 
considerations beyond the scope of diagnosis, such as 
the complex balance of patient autonomy versus pos- 
sible untoward outcome. 

Is there sufficient empirical support for this pro- 
posed diagnosis? First of all, we are not suggesting a 
new diagnosis; we are merely proposing the addition 
of a subtype to the eight that are already listed in 
DSM-III-R. Although the prevalence of this proposed 
subtype diagnosis in liaison psychiatry settings has not 
yet been determined, it is clear that the problem the 
diagnosis addresses is common and well-recognized. 
The systematic study of maladaptive denial of physical 
illness has been difficult up to now because of the ab- 
sence of a consensus definition, which would be pro- 
vided by this diagnosis. 


CONCLUSIONS 


The addition to DSM-IV of a diagnosis of adjust- 
ment disorder with maladaptive denial of physical ill- 
ness would improve clinical care by providing criteria 
for the concept of maladaptive denial. Its inclusion in 
DSM-IV would encourage a more thoughtful evalua- 
tion of the reasons for noncompliance or treatment 
refusal, and the diagnosis would also facilitate research 
in this important area of clinical psychiatry. 
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Variability in the Application of Contemporary Diagnostic 
Criteria: Endogenous Depression as an Example 


Mark Zimmerman, M.D., William H. Coryell, M.D., and Donald W. Black, M.D. 


Specified diagnostic criteria have been credited, in 
part, with improving diagnostic reliability. The au- 
thors hypothesize that nonuniform application of these 
criteria across different research centers has been one 
factor responsible for the failure to replicate research 
findings. For example, researchers using a narrow 
interpretation of the Research Diagnostic Criteria 
(RDC) have found a highly significant association be- 
tween endogenous depression and a positive dexa- 
methasone suppression test result, whereas researchers 
using a broad interpretation have failed to find the 
predicted relationship. The authors used two interpre- 
tations of the RDC and DSM-III endogenous/melan- 
cholia criteria to diagnose 60 depressed patients and 
found significant differences in rates of diagnoses and 


symptoms. 
(Am J Psychiatry 1990; 147:1173-1179) 


he 1980s were characterized by the rapid devel- 
opment of sophisticated technology, which accel- 
erated the search for specific anatomic, physiologic, 
metabolic, genetic, and hormonal correlates of psychi- 
atric disorders. At the same time, studies and discus- 
sions of diagnostic reliability, so prevalent in the 1960s 
and 1970s, all but disappeared. The landmark U.S.- 
U.K. study of the diagnosis of schizophrenia demon- 
strated systematic differences between American and 
European psychiatrists in their definitions of schizo- 
phrenia and highlighted the need for operational diag- 
nostic criteria (1). However, the present widespread 
use of specified criteria means only that clinicians and 
researchers may be using the same criteria; it does not 
mean that the criteria are being used similarly. 
During the past 4 years we have published several 
papers on the validity of the endogenous subtype of 
major depression (2—8). During this time we also con- 
ferred with other researchers in this area to understand 
the discrepancies between studies. These informal dis- 
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cussions raised the question of whether criteria-based 
definitions of endogenous depression have been ap- 
plied consistently across research centers. 

The DSM-III criteria for major depression with mel- 
ancholia and the Research Diagnostic Criteria (RDC) 
(9) for major depressive disorder, endogenous subtype, 
have been the two most widely studied criteria-based 
definitions of endogenous depression, and the most 


frequently studied correlate of endogenous depression 


has been the dexamethasone suppression test (DST). 
The DST was the focus of a large amount of research 
during the past decade, and the accumulated data sug- 
gest that it is neither a sensitive nor specific diagnostic 
test (10—14). Nevertheless, a review of studies exam- 
ining DST results in RDC endogenous depression il- 
lustrates how variations in diagnostic practices may 
affect the conclusions regarding the association be- 
tween biological tests and diagnosis. 

Several years ago we summarized the results of 11 
studies examining the relationship between the DST 
and RDC endogenous depression (2). We are now 
aware of 19 studies examining this association, and the 
results have been highly inconsistent—eight positive 
and 11 negative studies (2, 12, 15-30, and unpub- ` 
lished data of W. Coryell). Most researchers failing to 
find a significant association suggested that their neg- 
ative findings reflected the lack of specificity of the 
DST. However, no author attempted to explain why 
other investigators, using the same diagnostic criteria, 
found marked differences in nonsuppression rates be- 
tween patients with endogenous and nonendogenous 
depression. Table 1 is a summary of the 19 studies 
examining the relationship between the DST and RDC 
endogenous depression in adult depressed patients. In 
the six studies in which endogenous depression was 
diagnosed in 50% or fewer of the patients, the DST 
nonsuppression rate was significantly higher in the 
endogenous group (53.6% versus 11.4%; Cochran- 
Mantel-Haenszel y*=110.05, df=1, p<0.001). Inves- 
tigators in 13 studies diagnosed ete depres- 
sion in more than one-half of the patients, and in these 
studies DST nonsuppression was not significantly 
more frequent in the endogenous group (37.4% versus 
33.7%; Cochran-Mantel-Haenszel x?=0.17, df=1, 
n.s.). The relationship between DST result, endoge- 
nous subtype, and the ratio of endogenous to nonen- 
dogenous diagnoses was similar for the inpatient and 
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TABLE 1. Studies of the DST in RDC Endogenous and Nonendogenous Depression® 





Nonendogenous Endogenous 
Depression Depression 
, Non- Non- 
Threshold for Inpatient or 
Tear- -Konuni Oupa Smena. _SUppressors 
Study Blood Sampling (uwe/dl) Status N N %o N N % 
Studies in which 350% 
of patients had endoge- 
nous depression — — — 334 38 114 194 104 53.6 
Brown and Shuey (15)? 8:00 a.m. 6 Inpatient 43 7 16.3 6 4 66.7 
4:00 p.m. 
11:00 p.m. 
Giles and Rush (16)? 4:00 p.m. 4 Outpatient 95 4 42 SS 24 436 
Nasr et al. (17)° 4:00 p.m. 5 Outpatient 26 5- 192 14 6 42.8 
D’Haenen et al. (18)° 8:00 a.m. 5 Inpatient 31 8 25.8 20 14 70.0 
4:00 p.m. 
11:00 p.m. 
Sylvalahti (19)° 8:00 a.m. 5 Both 123 10 81 83 47 56.6 
4:00 p.m. 
Lieber and Newbury 
(20)° 4:00 p.m. S Inpatient 16 4 250 16 9 56.3 
10:00 p.m. 
Studies in which >50% 
of patients had endoge- 
nous depression — — — 187 63 337 634 237 37.4 
Caine et al. (21)> 4:00 p.m. $ Inpatient 7 5 71.4 13 5 38.5 
11:00 p.m. 
Carroll et al. (22)¢ 4:00 p.m. 6 Outpatient 133 4 77 59 19 322 
Meltzer et al. (23)? 8:00 a.m. 5 Inpatient 6 4 66.7 20 6 30.0 
4:00 p.m. ' 
Peselow et al. (24)° 4:00 p.m. 5 Outpatient 36 7 194 52 13 25.0 
Rabkin et al. (25)° 4:00 p.m. 5 Outpatient 21 3 143 33 6 18.2 
Rush et al. (26)? 8:00 a.m. 4 Both 11 1 91 46 22 47.8 
4:00 p.m. 
11:00 p.m. 
Stokes et al. (12) 8:00 a.m. 5 Inpatient 17 8 471 94 27 28.7 
Zimmerman et al. (2)° 8:00 a.m. 5 Inpatient 21 7 333 138 49 35.5 
4:00 p.m. 
Alexopoulos et al. (27)? 8:00 a.m. 5 Inpatient 16 12 75.0 57 4 719 
4:00 p.m. 
11:00 p.m. 
Dam et al. (28)> 8:00 a.m. 5 Inpatient 11 6 544 26 10 38.5 
Coryell (unpublished ! 
data)4 4:00 p.m. 4 Outpatient 11 3 273 27 6 22.2 
Davidson et al. (29)° 4:00 p.m. 5 Inpatient 9 0 0.0 40 16 40.0 
Kocsis et al. (30)? 8:00 a.m. 5 Inpatient 8 6 75.0 29 17 58.6 
4:00 p.m. 
11:00 p.m. 


*Brown and Shuey (15) used 2 mg of dexamethasone; 1 mg was used in all other studies. 
eport did not indicate whether patients with probable diagnoses were included in endogenous or nonendogenous group. 
“Patients with probable diagnoses included in group with endogenous depression. 
Data on patients with probable diagnoses were presented separately in report but are included here with data for endogenous depression. 
“Patients with probable diagnoses included in group with nonendogenous depression. 


outpatient samples, and the studies in table 1 also did 
not differ in other potentially important factors, i.e., 
time of blood sampling and the cutoff value used to 
determine DST nonsuppression. 

Interstudy differences in the ratio of endogenous to 
nonendogenous diagnoses may, of course, reflect true 
sample differences. It is therefore not surprising that, 
of the 13 studies in which more than half of the pa- 
tients were diagnosed as having endogenous depres- 
sion, three showed the predicted association between 
RDC subtype and DST result. However, different prev- 
alences of endogenous depression may also reflect vari- 
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ability in the application of the criteria. As discussed 
elsewhere (31), this is a particularly subtle and elusive 
source of variance—one that is likely to go undetected 
because of the prevailing assumption that specified cri- 
teria ensure uniform application. 

In rare cases there is a high index of suspicion of 
intercenter diagnostic differences because two research 
groups used similar assessment tools but different 
quantitative thresholds for determining symptom pres- 
ence. For example, both Kupfer and Frank in Pitts- 
burgh (32) and our research group in Iowa (2) speci- 
fied the cutoffs on the Schedule for Affective Disorders 
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TABLE 2. Definitions of DSM-I/I! Melancholia Criteria Used by lowa and Pittsburgh Research Groups 


DSM-III Melancholia Criterion 


Loss of pleasure in all or almost all 
activities 


Lack of reactivity to usually plea- 
surable stimuli (patient does not 
feel much better, even tempo- 
rarily, when something good hap- 


pens) 
At least three of the following: 

Distinct quality of depressed 
mood, i.e., depressed mood is 
perceived as distinctly different 
from kind of feeling experi- 
enced following death of loved 
one 

Depression is regularly worse 
in morning 


Early morning awakening (at 
least 2 hours before usual time 
of awakening) 


Marked psychomotor retarda- 
tion or agitation 


Significant anorexia or weight 
loss 


Excessive or inappropriate 
guilt 


Iowa Definition 


All or almost all activities less 
interesting or pleasurable 
(SADS item 326 score=S or 6) 

Patient rarely feels any better af- 
ter positive environmental 
events (SADS item 350 
score=5 or 6) 


Patient feels depressed feelings are 
qualitatively different from 
kind of feeling he would have 
or has had following death of 
loved one (SADS item 236 
score=3) 

Depression at least mildly worse 
in morning (SADS item 351 
score=:3) 

Patient awakes in early hours of 
morning and is unable to fall 
asleep again (Hamilton 
score=2) 


Obvious retardation or agitation 
at interview (score on Hamil- 
ton item 8 or 9=2) 


Patient has loss of appetite but 
still may eat, or definite weight 
loss according to patient 
(Hamilton item 12 score=1 or 
Hamilton item 16 score=2) 

Self-reproach, feelings of having 
let people down, ideas of guilt 
or rumination over past errors 
or misdeeds (Hamilton item 2 


Pittsburgh Definition 


Same 


Same 


Same 


Same 


Patient almost always has significant 
difficulty staying asleep usual amount 
of time (beyond 5 hours of sleep), or 
final awakening after less than 5 
hours of sleep (SADS item 272 score 
=5 and SADS item 275 present) 

Psychomotor retardation so marked that 
conversation is difficult to maintain, 
or agitation so marked that patient is 
almost constantly moving about and 
pacing (score on SADS item 341 or 
348=5) 

Patient has no appetite but forces self to 
eat or has to be fed, or weight loss of 
at least 15 lb (score on SADS item 
318 or 31925) 


Severe, pervasive feelings of intense 
guilt, or generalizes self-blame to 
most situations (SADS item 241 
score=5) 


score=1) 


and Schizophrenia (SADS) and the Hamilton Rating 
Scale for Depression used for determining the presence 
of DSM-III melancholic symptoms. A comparison of 
these cutoffs suggests that we diagnose melancholia 
more broadly than the Pittsburgh group (table 2). The 
inclusion of such specific information in a paper’s 
methods section, however, is unusual. 

Empirical demonstration of intercenter diagnostic 
differences is logistically and technically difficult. A 
study of interrater reliability should not be based on a 
videotape or joint interview approach because the way 
the questions are asked will influence the raters’ deci- 
sions, thereby increasing the level of agreement. A test- 
retest design would be the most appropriate method, 
but it introduces patient variance as an additional 
cause of unreliability. Consequently, in a study of in- 
tercenter diagnostic differences it would be necessary 
to first obtain baseline estimates of the test-retest reli- 
abilities of the diagnostic practices within each center 
before examining the test-retest agreement between the 
different centers. 

In the present study we compared the lowa and 


Pittsburgh methods of diagnosing DSM-III melancho- 
lia (in which discrepancies are primarily due to differ- 
ences in the cutoffs used on standardized instruments 
to determine symptom presence) and the Iowa and 
Dallas methods of diagnosing RDC endogenous de- 
pression (in which discrepancies are primarily due to 
differences in interpretation of criteria). 


METHOD 


The subjects were 60 consecutively admitted inpa- 
tients with RDC nonpsychotic major depressive disor- 
der. The majority were female (65.0%, N=39), were 
high school graduates (86.7%, N=52), and had one or 
more prior episodes of depression (86.7%, N=52). 
Their mean+SD age was 38.9+15.2 years. Their mean 
+SD scores on the rating scales completed during the 
first week of hospitalization reflected a moderate to 
severe level of symptoms (17-item Hamilton scale, 
21.6+5.6; Global Assessment Scale, 42.6+4.5). 

The subjects were interviewed by Dr. Zimmerman 
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TABLE 3. Definitions of RDC Criterla for Endogenous Subtype of Depression Used by NIMH Collaborative Study and Dallas Affective Dis- 


orders Clinic 


RDC Criterion for Endoge- 
nous Depression 


Guilt/self-reproach 


Psychomotor retardation 


Psychomotor agitation 


Unreactivity 


Pervasive loss of interest 
Nonpervasive loss of interest 
Diurnal variation, a.m. 


worse 
Terminal insomnia 


NIMH Collaborative Study Definition 


Patient often feels somewhat guilty about 
past actions, such as consequences of his 
illness, and exaggerates their significance 
(SADS item 242 score=3) 

Conversation is noticeably retarded but not 
strained (SADS item 342 score=3) 


Unable to sit quietly in a chair; symptom 
must last at least a few days (SADS item 
334 score=3) 


Patient rarely feels any better after positive 
environmental events (SADS item 350 
score=5 or 6) 

All activities less interesting or pleasurable 
(SADS item 326 score=6) 

Several activities less interesting or pleasur- 
able (SADS item 326 score2:3) 

Depression at least mildly worse in morning 
(SADS item 351 score=3) 

Patient often has significant difficulty staying 


Dallas Affective Disorders Clinic Definition 


Feelings of self-deprecation or guilt involving several 
areas of functioning (¢.g., work, parenting, mar- 
riage), recurring frequently each day and consti- 
tuting prominent part of clinical picture 

Observation: noticeable latency in speech, notice- 
ably slowed physical movements; interview: signifi- 
cant reduction in daily activities and reports of 
slowing by patient and, unless patient lives alone, 
another person 

Observation: patient unable to sit still (e.g., con- 
stantly crossing and uncrossing legs, tapping toe, 
shifting in chair, walking around during inter- 
view); interview: restlessness for several hours 
every day for at least a week and noticed by an- 
other person (unless patient lives alone) 

Dysphoria entirely unchanged by events, activities, 
or circumstances 


Complete loss of interest in all activities 
Complete loss of interest in several activities, or 
some loss in all activities 


Mood consistently worse most mornings 


Final awakening at least 1 hour before normal, at 


asleep the usual amount of time (beyond 5 


least four nights per week 


hours), or final awakening after less than 
5 hours of sleep (SADS item 272 score=3 


and SADS item 275 present) 
Decreased appetite 
(SADS item 317 score=3) 
Weight loss 


Distinct quality of mood 


with the SADS, supplemented with questions necessary 
to complete the Hamilton scale. The severity thresh- 
olds used by our group and Kupfer et al. to determine 
the presence of individual DSM-III melancholic symp- 
toms are based on the Hamilton and SADS items and 
are detailed in table 2. The cutoffs used by Kupfer et al. 
seem higher for the four items we rated on the Hamil- 
ton scale and they rated on the SADS. 

We collaborated with Donna E. Giles, Ph.D., and 
Michael Schlesser, M.D., of the Dallas Affective Dis- 
orders Clinic to develop a semistructured interview 
and a set of symptom definitions corresponding to 
their interpretation of the RDC criteria for endogenous 
depression. Our definitions were largely taken from 
those of the NIMH-Clinical Research Branch Collab- 
orative Program on the Psychobiology of Depression, 
and over the years our raters were trained by collabo- 
rative study raters. Table 3 shows that the symptom 
definitions used by Giles, Schlesser, and their col- 
leagues are more restrictive than the collaborative 
study definitions. For example, pervasive loss of inter- 
est is scored positive by the Silane study raters if 
there is some loss of interest in all usually pleasurable 


At least mild decrease in usual appetite 
At least 5 lb (SADS item 319 score=3) 


Patient feels depressed feelings are qualita- 
tively different from kind of feeling he 
would have and has had after death of 
loved one (SADS item 236 score=3) 


Decreased desire for or interest in food accompanied 
by reduced intake 

Two lb/week over several weeks, 5 lb in 1 week, or 
10 lb in 6 months (not due to dieting) 

Readiness to discriminate present feelings from 
those following a loss, and perceived difference is 
due to more than lack of sufficient reason or se- 
verity of symptoms 


activities, whereas Dallas interviewers require com- 
plete loss of interest. The Dallas definition of guilt re- 
quires that it occur frequently every day, involve sev- 
eral areas of functioning, and’ constitute a prominent 
part of the clinical picture. The collaborative study 
convention requires only that inappropriate guilt be 
present. Decreased appetite is considered present by 
collaborative study raters if there is a mild decrease in 
the patient’s usual appetite, whereas the Dallas raters 
require decreased appetite together with decreased 
consumption of food. The difference berween the Dal- 
las and collaborative study conventions is not simply a 
matter of threshold; in addition, some symptoms are 
defined differently. For example, terminal insomnia is 
defined by the collaborative study in terms of the total 
number of hours the patient sleeps at night (i.e., final 
awakening after less than 5 hours of sleep), whereas 
the Dallas criteria refer only to the final awakening 
time regardless of the number of hours of sleep. Yet 
another difference concerns the time period to which 
the patient is directed when describing the symptom. 
The Dallas group inquires about each symptom for the 
worst part of the current episode, whereas the collab- 
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TABLE 4. DSM-III Melancholia Diagnoses and Symptoms in 60 
Depressed Patients Rated According to lowa and Pittsburgh 
Symptom Definitions” 


Pitts- 
lowa burgh 
Diagnosis/Symptom N % N % p° 
Melancholia 18 30.0 7 I7 <0.001 
Guilt 53 88.3 4 6.7 <0.001 
Terminal insomnia 25 41.7 26 43.3 n.s. 
Agitation or retardation 8 13.3 0 0.0 <0.01 
Decreased appetite or 
weight loss 39 65.0 18 30.0 <0.001 


“Table 2 contains the lowa and Pittsburgh symptom definitions. 
McNemar test, df=1, corrected for continuity. 


orative study method specifies the episode nadir for 
only some items. 

Dr. Coryell or Dr. Black administered the Dallas 
interview to the same 60 patients within 3 days of the 
SADS interview. All assessments were completed 
within the first week of hospitalization. The test-retest 
reliability of the Dallas diagnoses was examined in 20 
patients, whom Dr. Zimmerman also evaluated with 
the Dallas interview {as a supplement to the SADS). 


RESULTS 


As expected, significantly fewer patients were diag- 
nosed as having melancholia with the Pittsburgh scor- 
ing thresholds than with the Iowa thresholds (table 4). 
The most striking difference in symptom prevalence 
was for inappropriate or excessive guilt, which was 
judged to be present in 13 times as many patients ac- 
cording to the Iowa threshold. The broader Iowa def- 
inition of psychomotor change and appetite/weight 
loss also resulted in significantly higher frequencies of 
these symptoms. 

The test-retest reliability of endogenous subtyping 
according to the Dallas interview was very good 
(kappa=0.74). For only two patients did one rater di- 
agnose endogenous and the other diagnose nonendog- 
enous depression; in the remaining three disagree- 
ments, one rater diagnosed probable endogenous 
depression. When the definite and probable endoge- 
nous groups were combined, which is the usual re- 
search convention, the coefficient of agreement was 
0.83. 

The Dallas interpretation of the RDC was signifi- 
cantly narrower than the collaborative study’s inter- 
pretation, and four symptoms were determined to be 
present in significantly fewer patients (table 5). 

Tables 4 and 5 show some differences in symptom 
frequencies between the collaborative study and Iowa 
ratings. These are primarily due to differences between 
the RDC and DSM-III symptom definitions. For ex- 
ample, psychomotor change must be “marked” ac- 
cording to DSM-III but not the RDC, and this explains 
the fourfold difference in prevalence. Other differences 
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TABLE 5. RDC Endogenous Depression Diagnoses and Symptoms 
in 60 Depressed Patients Rated According to Symptom Defini- 
tions Used by the NIMH Collaborative Study and Dallas Affective 
Disorders Clinic? 


Collabo- 
rative 
Study Dallas 
Diagnosis/Symptom N % N % pe 
Definite endogenous 34 56.7 21 35.0 <0.05 
Definite/probable 
endogenous 50 83.3 37 61.7 <0.01 
Distinct quality of 
mood 33 55.0 28 46.7 n.s. 
Lack of reactivity 27 45.0 25 41.7 n.s. 
Diurnal variation, 
a.m. worse 14 23.3 14 23.3 n.s. 
Pervasive anhe- 

, donia 28 46.7 22, 36.7 n.s. 
Guilt 44 73.3 25 41.7 <0.001 
Middle or terminal 

insomnia S0 833 39 65.0 <0.05 
Agitation or retar- 

dation 35 58.3 23 38.3 <0.05 
Decreased appetite 38 63.3 32 533 n.s. 
Weight loss 20 33.3 25 41.7 1.5. 
Mild anhedonia 57 95.0 49 81.7 <0.05 


*Table 3 contains the collaborative study and Dallas symptom def- 
initions. < 
bMcNemar test, df=1, corrected for continuity. 


in symptom prevalence were the result of differences in 
rating scale operationalization; e.g., the collaborative 
study definition of guilt is a SADS score of 3 or higher, 
and the Iowa definition is a Hamilton score of 1 or 


higher. 


DISCUSSION 


During the past two decades there has been a pro- 
liferation of specified criteria for a variety of psychiat- 
ric diagnoses (33), Complementing this development 
have been investigations of the comparability of com- 
peting criteria sets, and these studies have shown that 
often there is little overlap between the systems (34— 
37). Even relatively contemporary criteria, which do 
not appear to vary greatly in their defining and exclu- 
sion criteria, demonstrate high levels of discordance 
(38). 

The results of the present study call into question 
whether the major goal of the operationalization of 
psychiatry’s diagnostic constructs, the improvement in 
diagnostic reliability, has in fact been achieved or even 
approached. It may be possible for research centers to 
train their own workers to agree with each other, but 
this in no way guarantees that workers at another cen- 
ter, using the same diagnostic criteria, will diagnose 
patients similarly. Thus, a review of reliability studies 
conducted during the past 10-15 years may not doc- 
ument problems with the reliability of psychiatric di- 
agnoses. The fact that Kupfer et al. and our research 
group used different thresholds on commonly used in- 
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APPLICATION OF DIAGNOSTIC CRITERIA 


struments to determine symptom presence leaves no 
doubt that intercenter differences in criteria applica- 
tion exist. 

Diagnoses, even when based on specified criteria, are 
nevertheless based on some level of inference, and our 
comparison of the NIMH collaborative study and Dal- 
las interpretations of the RDC criteria for the endog- 
enous subtype of depression suggest that this is a sig- 
nificant source of intercenter variability. The present 
study would have been methodologically stronger if 
our raters had been trained by the Dallas group, and it 
is possible that our reliable Dallas diagnoses are not an 
accurate representation of their diagnostic procedure. 
All we can definitely say is that we worked with the 
Dallas group to develop an interview reflecting their 
diagnostic methods, that we used this interview reli- 
ably, and that we took the diagnostic process seriously. 

The problem of cross-center diagnostic differences is 
unlikely to be unique to research on endogenous de- 
pression, Interrater reliability studies of all psychiatric 
diagnoses, using raters trained at different centers, are 
needed. The demonstration of poor reliability raises 
the specter of the criticisms of psychiatric diagnosis 
made in the 1960s; however, a solution to the unreli- 
ability of specified criteria is not readily apparent. Per- 
haps the current diagnostic criteria remain too infer- 
ential and need to be defined in more precise terms, 
such as those illustrated in tables 2 and 3. Certainly in 
the area of personality disorders, where levels of diag- 
nostic reliability have not been as high as those for axis 
I disorders, more precise specifications and definitions 
of the criteria contributed to improved reliability of 
diagnosis (39). 

Independent replication of research is integral to the 
science of medicine. Therefore, when possible, authors 
of research articles should consider including in their 
methods sections explicit details of their diagnostic 
methods, such as the cutoffs used on standardized in- 
struments to define symptom presence. Only because 
this was done by our research group and the group in 
Pittsburgh were we able to unambiguously identify dif- 
ferences in diagnostic conventions. Of course, identi- 
fication of this type of variability occurs only when 
signs and symptoms are rated on ordinal scales, 
such as those included in the SADS, and not when 
the instrument is designed to generate dichotomous 
judgments. 

We began this paper by noting that technological 
advances are proceeding at a rapid pace as researchers 
search for specific physical pathologies associated with 
psychiatric disorders, We conclude by considering the 
following question: If intercenter differences in diag- 
nostic practices are a significant source of variation, 
and we believe that they are, to what degree will this 
impede efforts to identify specific biologic diagnostic 
markers? One possible consequence is that valid mark- 
ers will be inappropriately dismissed. Diagnostic unre- 
liability results in the misclassification of some true 
cases as noncases and the misclassification of some 
noncases as cases. Diagnostic unreliability will there- 
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fore limit demonstration of the true diagnostic ability 
of some putative biologic tests. Carroll (40) has math- 
ematically demonstrated how test sensitivity and spec- 
ificity decline as a function of decreasing diagnostic 
reliability. 
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Regional Variation in Patterns of Inpatient Psychiatric Care 


Robert Rosenheck, M.D., and Boris Astrachan, M.D. 


Regional variation in both average length of stay 
and number of beds per 100,000 population is de- 
scribed for inpatient psychiatric care in the United 
States during 1983. The greatest differences were be- 
tween the Northeast and Mid-Atlantic regions, on the 
one hand, and the Pacific and Southwest regions, on 
the other. Medical centers of the U.S. Department of 
Veterans. Affairs (VA), whose policies are largely cen- 
trally determined, followed the same regional trends. 
Regional average length of stay, particularly in public 
sector mental health care organizations, was higher in 
regions with more occupied beds per 100,000 popula- 
tion. 

(Am J Psychiatry 1990; 147:1180-1183) 


urveys of general hospital utilization (1, 2) have 

revealed substantial regional differences in total 
hospital days per capita and in average length of stay, 
especially between the northeastern and western re- 
gions of the country. In the course of developing mon- 
itors to aid practitioners reviewing psychiatric quality 
of care data within the U.S. Department of Veterans 
Affairs (VA) health care system, we noted substantial 
variation in the average length of stay among different 
regions of the country. In view of the high level of 
concern about the cost and quality of health care (3— 
5), an appreciation of regional practice variation and 
an understanding of the basis for such variation are 
important to the development of rigorous and legiti- 
mate standards of care. To clarify the magnitude and 
reasons for regional variation in psychiatric length of 
stay, we sought to identify patterns of regional varia- 
tion in the VA medical system, to compare these pat- 
terns with those found in each of four other types of 
mental health care organizations, and to identify pos- 
sible reasons for the regional variation. 
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BACKGROUND 


Examination of regional variation in medical prac- 
tice has stimulated important questions about the rel- 
ative appropriateness and quality of care in different 
areas of the country (1, 2). Previous studies of varia- 
tion in psychiatric care have explored differences ac- 
ross types of mental health care organizations, e.g., 
general hospitals versus state hospitals (6), and differ- 
ences associated with different payment structures (7). 
While geographic variation has been accounted for in 
the analysis of large data sets (8), to our knowledge the 
issue of geographic variation in psychiatric care has 
not been explicitly explored. 

The psychiatric component of the VA health care 
system is the largest integrated mental health system in 
the United States. Because it is a national system with 
internally uniform administrative regulations and man- 
agement practices, psychiatric practice in the VA could 
be expected to be relatively independent of local influ- 
ences and thus resistant to practice variations observed 
in other mental health care organizations. 

A major concern in the study of regional variation is 
the extent to which such variation mirrors differences 
in socioeconomic and health status variables in dif- 
ferent regions of the country (1, 2). VA medical centers 
are distinctive in that they serve a relatively homoge- 
neous population. Eligibility for services is limited to 
veterans of the U.S. armed forces, and service access 
priorities are uniformly determined according to na- 
tional disability standards and income criteria. As a 
consequence of these administrative service priorities, 
VA psychiatric patients across the country can be as- 
sumed to be more homogeneous than patients in most 
other health care systems. This presumed administra- 
tive and demographic homogeneity lends special inter- 
est to the question of whether the patterns of care in 
the VA follow regional patterns of care in other mental 
health care organizations. 


METHOD 


The principal source of data for this report was the 
1983 biennial inventory of specialty mental health care 
organizations, conducted by the Survey and Reports 
Branch, Division of Biometry and Applied Sciences, 
National Institute of Mental Health (6). This survey 
collects and synthesizes data from each state and the 
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FIGURE 1. Seven VA Administrative Regions 





District of Columbia on each of five types of mental 
health care organizations: 1) state and county mental 
hospitals (N=280), 2} multiservice mental health care 
organizations (including but not limited to community 
mental health centers) (N=649), 3) private psychiatric 
hospitals (N=221), 4) psychiatry services in nonfed- 
eral general hospitals (N=1,259), and 5) psychiatry 
services in VA medical centers (N=125). 

The NIMH survey data that form the basis of this 
report include 1) the number of psychiatric beds occu- 
pied at the end of 1983 (N=262,673), 2) the total 
number of episodes of care (discharges plus patients 
remaining at the end of the year) (N=1,860,613) de- 
livered during 1983, and 3) the total bed-days of care 
delivered during 1983 (N=81,821,000). These data 
were combined with data on the total civilian popula- 
tion of each state (6) and on the veteran population of 
each state (9) to determine 4) the number of occupied 
psychiatric beds per 100,000 population, and 5) the 


- number of episodes of care delivered per 100,000 pop- 


ulation. Finally, 6) the average length of stay per epi- 
sode of care was calculated (the total days of care di- 
vided by the number of episodes of care, truncated at 
365 days). Regional boundaries were adapted from the 
seven VA administrative regions (figure 1), and data 
were pooled by region. For VA care, the number of 
occupied beds per 100,000 population and the number 
of episodes of care delivered per 100,000 population 
were calculated on the basis of the 1983 veteran pop- 
ulation of the states in each region (9). 


RESULTS 
Average Length of Stay 

Table 1 presents the average length of stay per epi- 
sode of care for each type of organization and all 


non-VA organizations combined for each region. 
There were significant differences in average length of 
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stay across regions (F=2.58, df=6, 24, p<0.05). Spe- 
cifically, there was a significant difference between the 
Mid-Atlantic and Northeast regions, on the one hand, 
and the Mid-West, Pacific, and Southwest regions, on 
the other (p<0.05, Duncan’s multiple range test). The 
longest average lengths of stay, for both VA and the 
combined non-VA mental health care organizations, 
were in the Northeast and Mid-Atlantic regions (all 
over 50 days); they were more than 20% higher than 
the corresponding figures for the entire nation. In the 
VA system, the shortest lengths of stay were in the 
Pacific and Southwest regions, respectively 12% and 
23% below the national average for the VA. Among 
non-VA organizations taken together, two of the three 
shortest lengths of stay were also in the Pacific and 
Southwest regions and were 29% and 12% below the 
average length of stay for the entire nation (table 1). 

Among specific types of non-VA mental health care 
organizations, these regional differences in average 
length of stay were most clearly evident for state and 
county mental hospitals, while they were discernible 
but less pronounced for multiservice mental health 
centers. There was little difference for private hospitals 
and virtually none for nonfederal general hospitals 
(mean+SD=15+2 days, range=12~—18 days). 

Correlation coefficients were calculated to illustrate 
the relationship between the regional average lengths 
of stay in the different types of mental health care or- 
ganizations. These correlations revealed significant as- 
sociations between the regional lengths of stay in the 
VA and the aggregated non-VA organizations (r= 
0.76, df=5, p<0.05) and, more specifically, between 
the regional lengths of stay in the VA and both state 
and county mental hospitals (r=0.79, df=5, p<0.04) 
and multiservice mental health centers (r=0.73, df=5, 
p<0.10). 


Other Variables 


The lower part of table 1 contains data on the num- 
ber of occupied psychiatric beds per 100,000 popula- 
tion in each type of organization in each region. Re- 
gional differences reached only marginal statistical 
significance (F=2.06, df=6, 24, p<0.10). The highest 
numbers of non-VA psychiatric beds were in the 
Northeast and Mid-Atlantic regions (136 and 109, re- 
spectively), while the lowest numbers were in the Pa- 
cific and Southwest regions (48 and 59). This pattern 
of regional variation was partially mirrored in the VA, 
most clearly for the Pacific and Southwest regions, 
which had the lowest numbers of occupied VA 
psychiatric beds, per 100,000 population (43 and 59, 
respectively). 

No consistent differences between regions were 
identified for the number of episodes of care per 
100,000 population (raw data available on request). 

Comparison of regional variation in average length 
of stay and in number of occupied beds per 100,000 
persons suggests that the longer lengths of stay in the 
Northeast and Mid-Atlantic regions may be related to 
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REGIONAL VARIATION IN CARE 


TABLE 1. Average Length of Stay and Number of Occupied Beds During 1983 in VA and Non-VA Mental Health Facilities in Each VA Ad- 


ministrative Region” 


“Based on NIMH survey data (6). 
>Regions listed in descending order of VA lengths of stay. 
“VA occupied beds=beds/100,000 veterans. 


the greater numbers of occupied beds there and that 
the shorter lengths of stay in the Pacific and Southwest 
regions are associated with a smaller number of beds 
per 100,000 persons (table 1). To further examine 
these associations, we combined all VA and non-VA 
mental health care organizations and calculated the 
correlation between average length of stay and number 
of occupied beds per 100,000 population across the 
seven regions. The two variables proved to be highly 
correlated (r=0.99, df=5, p<0.01). The overall num- 
ber of psychiatric beds per 100,000 was also correlated 
with average length of stay in VA facilities (r=0.85, 
df=5, p<0.02), state and county mental hospitals (r= 
0.82, df=5, p<0.03), and multiservice mental health 
centers (r=0.75, df=5, p<0.06). The correlation of 
number of beds and length of stay across regions was 
not significant for private psychiatric hospitals or non- 
federal general hospitals. 


DISCUSSION 


For non-VA mental health care organizations con- 
sidered together, the longest lengths of stay during 
1983 were in the Northeast and Mid-Atlantic regions, 
and the shortest lengths of stay were in the Pacific, 
Mid-West, and Southwest regions. The highest num- 
bers of non-VA psychiatric beds were also in the 
Northeast and Mid-Atlantic regions, and the lowest 
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Non-VA Facilities 
State/ 
VA County Multiservice Private Nonfederal 
Medical Mental Mental Health Psychiatric General Hospital 

Region” Centers Total Hospitals Centers Hospitals Psychiatry Services 
Average length of stay/ 

episode (days) 

Total 43 41 92 39 33 15 

Mid-Atlantic 56 50 124 67 31 14 

Northeast 54 61 127 58 44 16 

Mid-West 48 33 72 30 51 15 

North Central 41 36 69 51 28 18 

Southeast 39 39 82 28 29 15 

Pacific 38 29 96 22 27 12 

Southwest 33 36 62 35 44 16 
Occupied psychiatric beds 

at the end of 1983/ 

100,000 population] 

Total az 82 $1 10 7 14 

Mid-Atlantic 75 109 69 16 10 14 

Northeast 86 137 99 11 9 18 

Mid-West 112 66 41 5 3 17 

North Central 61 69 39 7 5 18 

Southeast 84 80 50 i 8 11 

Pacific 43 49 26 8 6 9. 

Southwest 59 60 31 11 8 10 


numbers were in the Pacific and Southwest regions. 
For the most part, psychiatric care provided by the VA 
followed the patterns identified for non-VA organiza- 
tions, particularly those observed for state and county 
mental hospitals. Average length of stay in the VA 
health care system across regions correlated signifi- 
cantly with the average length of stay for non-VA or- 
ganizations. In view of the assumption of relatively 
small differences in the clinical and sociodemographic 
characteristics of those eligible for VA care in different 
regions of the country, these differences. can not be 
readily attributed to regional variations in clinical 
need. 

It appears that average length of stay is strongly 
influenced, at least in public sector organizations, by 
the number of psychiatric beds available in each re- 
gion. In our analysis, regional lengths of stay in VA 
medical centers and in state and county mental hospi- 
tals were strongly correlated with the number of occu- 
pied beds for all organizations taken together. 

In his review of mental health policy in California, 
Lerman (10) showed that the number of inpatient psy- 
chiatric beds reflects a broad range of political, eco- 
nomic, social, and professional forces. Patterns of re- 
gional variation similar to those we have described 
have also been identified (1, 2) for patients in the gen- 
eral medical sector. It is thus possible that patterns of 
public psychiatric care may be strongly influenced by 
the availability of beds, either because of trends set in 
the general medical sector or because of the influence 
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of similar extraprofessional political, social, and eco- 
nomic forces. 

It is notable that the particular organizations in 
which average length of stay was significantly corre- 
lated with the number of available beds were public 
sector organizations (VA medical centers and state and 
county mental hospitals) and that the group of organ- 
izations which showed a marginal correlation between 
availability of beds and length of stay (multiservice 
mental health centers) also largely serves public sector 
patients. It may be that the overall number of beds in 
each region has the strongest impact on length of stay 
in institutions which serve the poor and chronically 
mentally ill. Private psychiatric hospitals and nonfed- 
eral general hospital psychiatry services, in contrast, 
seem to operate more independently of overall regional 
availability of beds. Such hospitals have traditionally 
been able to shape and select their patient populations 
and patterns of practice through admissions policies 
that permit referral of many disabled, violent, and 
poor patients to public facilities. 

A plausible interpretation of these data is that the 
needs of the chronically mentally ill are so extensive 
that in the presence of resources for longer stays, more 
extensive hospital treatment will be prescribed. The 
question of whether longer stays are either clinically 
beneficial or medically necessary goes beyond the data 
under review here. It should be noted, however, that in 
some western states fewer hospital beds may be nec- 
essary and shorter stays may be possible because of the 
existence of an extensive network of community care 
facilities targeted to the needs of those at highest risk 
of hospitalization (10, 11). 

To more fully understand the relation of these data 
to the utilization of public sector hospitals, the impact 
of a number of additional factors would need to be 
considered: age, climate, regional psychiatric epidemi- 
ology, and community resources (e.g., safe and afford- 
able housing, transitional facilities, poverty levels, ur- 
ban crowding). Therefore, although distinct regional 
patterns of inpatient psychiatric care can be discerned 
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and seem to be influenced, particularly in the public 
sector, by the availability of beds, the ultimate impor- 
tance of such regional patterns to the care of psychi- 
atric patients can not be determined without further 
information on regional health care needs and on the 
full spectrum of available mental health and social 
services. Our description of significant regional varia- 
tion in psychiatric inpatient care, however, does sug- 
gest that any nationally applicable clinical standards or 
guidelines must take into account existing patterns of 
regional variation. 
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Relation of Clinical Variables 
to Dissociative Phenomena in Eating Disorders 


Mark A. Demitrack, M.D., Frank W. Putnam, M.D., Timothy D. Brewerton, M.D., 
Harry A. Brandt, M.D., and Philip W. Gold, M.D. 





In this study 30 female patients with eating disor- 
ders were compared with 30 age-matched normal fe- 
male subjects. The patients demonstrated significantly 
higher levels of dissociative psychopathology than the 
comparison subjects. Furthermore, the presence of se- 
vere dissociative experience appeared to be specifically 
related to a propensity for self-mutilation and suicidal 
behavior. These findings are discussed in light of recent 
data which suggest that neurochemical systems shown 
to be abnormal in patients with eating disorders may 
be key pathophysiologic substrates for dissociative 
experience. 

(Am J Psychiatry 1990; 147:1184—1188) 





D issociation is a complex psychobiological process 
that exists along a continuum from such normal 
experiences as daydreaming and transient lapses in at- 
tention to a pathological failure to integrate thoughts, 
feelings, memories, and actions into a coherent and uni- 
fied sense of consciousness (1—3). These latter, extreme 
forms of dissociative experience are characterized by se- 
vere disturbances in memory (typically, amnesias) and 
disturbances in the sense of self, exemplified in the alter 
identities of multiple personality disorder, the self-anni- 
hilation of depersonalization disorder, and the loss of 
autobiographical memories in psychogenic amnesia. 
Pierre Janet, at the turn of the century, was the first 
investigator to systematically study the process of dis- 
sociation (in patients with hysteria). Janet demon- 
strated that dissociation plays an important defensive 
role in coping with traumatic experiences (4). Modern 
interest in dissociation has been sparked by the in- 
creasing recognition of multiple personality disorder 
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and other dissociative sequelae of child abuse (5). Lud- 
wig (6) has outlined a number of important defensive 
functions that dissociation provides for the individual, 
including 1) automatization of behavior, 2) resolution 
of irreconcilable conflicts, and 3) escape from the con- 
straints of reality. Most contemporary theories empha- 
size the initially adaptive and defensive role played by 
dissociation during acute trauma. However, this pro- 
cess emerges as maladaptive if it generalizes to stressful 
events outside of the trauma context (5, 7). 

Our interest in the contribution of dissociation to 
the psychopathology of eating disorders was prompted 
by our evaluation of two patients on our unit who 
concurrently met the criteria for anorexia nervosa and 
multiple personality disorder. A review of the litera- 
ture further revealed several lines of evidence to sup- 
port the hypothesis of a relation between dissociation 
and eating disorders. First, there are reports of in- 
creased hypnotizability—a strong correlate of dissocia- 
tive disorders—in patients with eating disorders (8, 9). 
Second, as in the treatment of dissociative disorders, 
hypnosis has been reported to be useful in the treat- 
ment of some eating disorder patients (10). Third, 
there is increasing evidence of traumatic antecedents, 
primarily childhood sexual abuse, in a substantial per- 
centage of patients who have eating disorders (11—16). 
Fourth, there are case reports of dissociative states in 
eating disorder patients (17, 18), and, conversely, there 
is a relatively high incidence of eating disorders and 
gastrointestinal symptoms in patients with dissociative 
disorders (19—21). Finally, a review of the early clinical 
descriptions of patients with “hysteria” reveals that 
many of these cases were characterized by significant 
gastrointestinal symptoms, including weight loss, ano- 
rexia, and chronic vomiting. 

We postulate that in patients with eating disorders, 
a greater capacity for dissociation may result in a nar- 
rowing of cognitive focus and the exclusion of perti- 
nent, often conflicting, material from conscious aware- 
ness. This, together with the disturbances of self 
characteristic of the dissociative disorders, may ac- 
count in part for the ability of patients with eating 
disorders to maintain the illogical distortions of 
thought and body image characteristic of their illness. 
In the present study we sought to establish whether 
dissociative phenomena are evident in a significant 
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proportion of patients with eating disorders and to 
characterize the associated clinical phenomenology of 
these patients. 


METHOD 


Thirty female patients consecutively admitted to the 
Unit on Eating Disorders in the Clinical Center of the 
National Institutes of Health were included in this 
study. All patients met the DSM-III-R criteria for ei- 
ther anorexia nervosa (N=12) or bulimia nervosa 
(N=18). The mean+SD age of the patient group was 
23.3+4.4 years (range=16—39); the age of the an- 
orexic patients was not different from that of the bu- 
limic patients (23.5+6.6 and 23.1+2.9 years, respec- 
tively). The anorexic subjects were underweight at the 
time of the study (mean+SD=62.8% +5.5% of popu- 
lation average body weight), whereas all of the bulimic 
subjects were within +20% of population average 
body weight (91.4%+10.6%). A group of 30 age- 
matched normal women served as a comparison group 
for the study. Their mean+SD age was 22.8+4.3 years 
(range= 17-38). The comparison subjects were re- 
cruited by advertisement from the Washington, D.C., 
area and were free of current or past history of psy- 
chiatric illness. Matching was pairwise and was suc- 
cessful to within 2 years of age for each patient and her 
comparison subject. 

Dissociative capacity was assessed with the Disso- 
ciative Experiences Scale (3, 22), a previously validated 
28-item visual analogue rating scale. The response for- 
mat for each item on the scale consists of a 100-mm 
line with no divisions that is numerically anchored at 
the end points. The subject is asked to indicate a re- 
sponse by making a slash across the line at the appro- 
priate place. Each item score is determined by meas- 
uring the subject’s slash mark to the nearest 5 mm 
from the left-hand anchor point. The total score is the 
average of the 28 item scores. Three subscale scores 
have also been determined on the basis of a factor 
analysis of the Dissociative Experiences Scale (23). The 
factor subscales have been shown to have construct 
validity for 1) psychogenic amnesia, 2) depersonaliza- 
tion/derealization, and 3) absorption. Additional self- 
report measures, including the State scale of the State- 
Trait Anxiety Inventory (24), the Beck Depression 
Inventory, and the Barrett Impulsivity Scale (25), were 
used. In addition, information on length of eating dis- 
order, number of previous psychiatric hospitalizations, 
history of suicide attempts and self-mutilation, and 
history of stealing was obtained at the initial clinical 
interview. Finally, all patients underwent 4 consecutive 
days of 24-hour urine sample collections to ascertain 
urinary free cortisol levels concurrent with the psycho- 
logical ratings. 

Since previous analyses have shown that scores on 
the Dissociative Experiences Scale are not normally 
distributed, all data from the scale were analyzed with 
standard nonparametric statistical methods as appro- 
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TABLE 1. Median Total and Subscale Scores on the Dissociative 
Experiences Scale for Patlents With Eating Disorders and for Nor- 
mal Subjects” 


Median Score on the Dissociative 


Experiences Scale 
Deperson- 
alization/ 
Total Amnesia Derealization Absorption 
Group Scale Subscale Subscale Subscale 
Eating disorder 
patients 
(N=30) 16.7”  18.7* 5.34 25.4° 
Anorexic 
(N=12) 19.56 17.3 6.4 33.1 
Bulimic 
(N=18) 16.6% 18.7 Suz 21.8 
Normal subjects 
(N=30) 6.4 3.0 2.2 y 


*Statistics įndicate significant differences from the group of normal 
subjects, Wilcoxon matched- T signed ranks test. 
bz=3.49, df=29, p<0.01. 

“2=4.73, df=29, p<0.01. 

4, =2.67, df=29, p<0.01. 

©7==3,24, df=29, p<0.01, 

f=2.35, df=11, p<0.02. 

e7. 85, df=17, p<0.01. 


priate. Matched pairwise comparisons were done with 
the Wilcoxon signed-ranks test, and the Spearman rank- 
order correlation coefficient was used to assess degree of 
association. Since our hypothesis predicted a greater level 
of dissociative experience in the patient groups, we used 
one-tailed tests of significance throughout. Because uri- 
nary free cortisol measures are normally distributed data, 
an unpaired t test was used to compare the patient 
groups on this variable. 


RESULTS 


Summary data for median Dissociative Experiences 
Scale total and subscale scores for the patients and the 
normal comparison subjects are presented in table 1. 
Median total scores for the entire group of eating dis- 
order patients and for the anorexia nervosa and bu- 
limia nervosa groups separately were significantly 
higher than those for the matched normal subjects (fig- 
ure 1). Within the eating disorder group, the anorexic 
patients had higher median total and subscale scores 
than the bulimic patients, except on the amnesia sub- 
scale, although the differences between these two 
groups were not significant. 

Previous studies have shown that Dissociative Expe- 
riences Scale scores of 30 or greater reflect significant 
levels of dissociative psychopathology (3, 21, 22). 
Consistent with this finding, in our normal comparison 
group, all subjects had scores less than 30, and 24 of 
the 30 individuals had scores less than 10. Therefore, 
we used a Dissociative Experiences Scale score of 30 or 
higher to indicate a severe level of dissociative experi- 
ence and a score of less than 30 to indicate dissociative 
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i 
FIGURE 1. Scores of Patients With Eating Disorders and of Matched 
Normal Subjects on the Dissociative Experiençes Scale 
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experience within the normal range. Summary data for 
median total and subscale scores of the patients who 
scored outside the normal range of dissociative expe- 
rience and the patients who scored within the normal 
range are presented in table 2. It is notable from this 
comparison that even the patients classified within the 
normal range manifested significantly higher total and 
subscale scores on the Dissociative Experiences Scale 
than the matched normal subjects, suggesting that the 
presence of greater dissociative capacity is a ubiquitous 
phenomenon with a spectrum of severity in patients with 
eating disorders. (The patients with severe levels of dis- 
sociative experience were not disproportionately repre- 
sented by a single diagnostic type of eating disorder.) 
The patients whose scores lay outside the normal 
range had a significantly higher frequency of suicide 
attempts and self-mutilation (N=9: seven self-harmful 
patients and two with no history of self-harm} than the 
patients with scores in the normal range (N=21: seven 
self-harmful and 14 with no history of self-harm) 
(p=0.03, Fisher’s exact test). On the other hand, the 
patients with more severe levels of dissociative experi- 
ence did not differ significantly from the remaining 
patients on overall measures of impulsivity as reflected 
by scores on the Barrett scale, on history of stealing, or 
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TABLE 2. Median Total and. Subscale Scores on the Dissociative 
Experiences Scale for Patients With Eating Disorders Who Had To- 
tal Scores =30 or <30 and for Normal Subjects* 


Median Score on the Dissociative 


Experiences Scale 
Deperson- 
alization/ 
Total Amnesia Derealization Absorption 
Group Scale Subscale Subscale Subscale 
Total score =30 
Patients 
(N=9} 62.9° 69.1" 40.6° 70.5” 
Matched 
normal 
subjects 
(N=9) 8.4 4.6 2.8 14.1 
Total score <30 
Patients 
(N=21) 147° 8.6% 3.7 18.1 
Matched 
normal 
subjects 
(N=21) 6.3 2.7 1.7 11.8 


“Statistics indicate significant differences from the matched normal 
subjects, Wilcoxon matched-pairs signed ranks test. 

67=2.67, df=8, p<0.01. 

“2=2.14, df=20, p<0.04. 

¢7=3.32, df=20, p<0.01. 


on measures of chronicity or severity of illness, such 
as age, percent of population average body weight, 
number of years ill, or number of previous psychiatric 
hospitalizations. 

Using a score of 21 or greater on the Beck inventory 
to indicate severe depressive symptoms and a score of 
20 or less to indicate mild symptoms, we found no 
significant relation (Fisher’s exact test) between sever- 
ity of depression and suicidal or self-harm behavior 
(Beck score=21, N=20: nine self-harmful patients and 
11 with no history of self-harm; Beck scores20, N=8: 
three self-harmful and five with no history of self- 
harm). However, degree of affective dysphoria was 
correlated with level of dissociative capacity as evi- 
denced by a significant positive relation between the 
Dissociative Experiences Scale score and the anxiety 
score (r,=0.36, df=27, p<0.05) and the Beck depres- 
sion scale (r,=0.44, df=26, p<0.03) in the whole 
group of patients. Mean+SD urinary free cortisol lev- 
els, as expected, were higher in anorexic patients than 
in bulimic patients (66.8+8.4 jg/24 hours and 40.9 
+4,3 ug/24 hours, respectively; unpaired t test, t= 
2.98, df=27, p=0.006). However, there was no rela- 
tion between urinary free cortisol levels and scores on 
the Dissociative Experiences Scale in the group of pa- 
tients as a whole. 


DISCUSSION 
In this study, female patients with anorexia nervosa 


and bulimia nervosa showed a significantly greater in- 
cidence of dissociative phenomena than a group of 


Am | Psychiatry 147:9. September 1990 


he 


— 


age-matched normal female subjects. Further, when 
the patient group was divided into a subgroup with 
Dissociative Experiences Scale scores well outside the 
normal range and a subgroup with scores within the 
normal range, a significantly higher incidence of self- 
harm was noted in the patients who manifested severe 
dissociative experience. Interestingly, this greater inci- 
dence of self-harm did not appear to reflect a generally 
greater level of impulsivity, as these same patients did 
not differ in scores on the Barrett scale from those with 
scores within the normal range, nor did they report a 
greater number of stealing episodes. The greater self- 
harm in these patients also did not appear to reflect 
generally greater illness chronicity or severity, as the 
two patient groups were not significantly different in 
terms of age, percent of population average body 
weight, number of years ill, or number of previous 
hospitalizations. Finally, the absence of a significant 
relation between affective dysphoria, as reflected in 
Beck inventory scores, and self-harmful behavior sug- 
gests that self-destructive behavior bears a specific re- 
lation to the presence of dissociative symptoms rather 
than simply indicating the patients’ nihilistic view of 
themselves and their world, which may be expected in 
severe depression. 

Dissociation serves as an adaptive and defensive 
mechanism for the individual, especially in the context 
of sustained or repeated trauma such as incest (5, 6). In 
this regard, it is known that adult patients with major 
dissociative psychopathology have a high incidence of 
severe childhood abuse (5). Recent data indicating a 
similarly high rate of childhood abuse in eating disor- 
der patients (11) suggest that a substantial percentage 
of these patients are at risk for considerable concurrent 
dissociative psychopathology. In addition, certain be- 
havioral traits that characterize patients with eating 
disorders, such as severe food restriction, repeated pe- 
riods of binge eating and purging, and repeated bouts 
of self-harm, may also serve as Sind: physiologic 
stressors, which may in turn alter the patients’ con- 
scious state or serve as contextual cues for induction of 
dissociative states, and in so doing perpetuate or en- 
hance the propensity of the patients to dissociate. 

The potentially mutually reinforcing nature of the 
adaptive functions of dissociation and behavioral traits 
that foster the presence of dissociated states of con- 
sciousness may play a role in the profound resistance 
to change of these maladaptive behavioral patterns. In 
addition, the frequently described rapid fluctuations in 
mood state seen in patients with eating disorders (26) 
may be related to the rapid alterations in state of con- 
sciousness brought on by the greater use of dissocia- 
tion by the individual. 

In addition to providing a context for understanding 
the distortions of self- and body image experienced by 
patients with eating disorders, we speculate that the 
greater propensity of eating disorder patients to un- 
dergo considerable dissociative experiences may pro- 
vide some clues regarding the underlying neurobiology 
of dissociative events. For example, recent data suggest 
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that functional alterations in the activity of the endog- 
enous opiate system and the serotonergic system may 
play important roles in the pathophysiology of dys- 
phoric mood (27) and dissociative states (28, 29) as 
well as serve as important pathophysiologic underpin- 
nings of the appetitive abnormalities which character- 
ize the eating disorders (30, 31). An appraisal of the 
level of dissociative symptoms in patients with eating 
disorders may begin to allow a characterization of neu- 
robiological abnormalities that may cluster in this sub- 
group of patients. 

In summary, the level of dissociative experience re- 
ported by our patient groups suggests that this process 
may play a significant role in the adaptation to previ- 
ous trauma and the presenting psychopathology of pa- 
tients with eating disorders. In addition, an awareness 
of the presence of dissociative symptoms in eating dis- 
order patients may have an impact on the pharmaco- 
logic and nonpharmacologic treatment and overall 
clinical course of these patients. 
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Time-Related Predictors of Suicide in Major Affective Disorder 


Jan Fawcett, M.D., William A. Scheftner, M.D., Louis Fogg, Ph.D., David C. Clark, Ph.D., 
Michael A. Young, Ph.D., Don Hedeker, Ph.D., and Robert Gibbons, Ph.D. 


The authors studied 954 psychiatric patients with 
major affective disorders and found that nine clinical 
features were associated with suicide. Six of these— 
panic attacks, severe psychic anxiety, diminished con- 
centration, global insomnia, moderate alcohol abuse, 
and severe loss of interest or pleasure (anhedonia)— 
were associated with suicide within 1 year, and three 
others—severe hopelessness, suicidal ideation, and his- 
tory of previous suicide attempts—were associated 
with suicide occurring after 1 year. These findings 
draw attention to the importance of 1) standardized 
prospective data for studies of suicide, 2) assessment of 
short-term suicide risk factors, and 3) anxiety symp- 
toms as modifiable suicide risk factors within a clini- 
cally relevant period. 

(Am J Psychiatry 1990; 147:1189-1194) 


O ne of the most difficult challenges facing clini- 
cians is the prevention of suicide by their pa- 
tients. Since psychiatric clinicians routinely deal with 
patients whose diagnoses are associated with a high 
risk for suicide, the problem of suicide risk assessment 
and intervention is always a high priority. 

Many of our clinical guideposts for distinguishing 
high-risk patients who commit suicide from the major- 
ity of patients have emerged from retrospective studies 
(1-5). Because of the statistical requirements for larger 
sample sizes, follow-up mortality studies of suicide 
usually encompass long intervals; to our knowledge, 
there are no prospective short-term (1 year) studies of 
suicide. Most available knowledge concerning risk fac- 
tors for suicide is based on examining long-term risk 
(4, 5). Moreover, most studies of suicide with samples 
large enough for generalization have been retrospec- 
tive. These retrospective studies have the disadvantage 
of not allowing for standardized clinical assessments. 
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They were unable to control for the presence of disor- 
der-specific symptoms (i.e., depression, alcoholism, or 
schizophrenia) that formed the context of the suicide. 
The retrospective studies also introduce a tendency for 
hindsight bias in assessing risk because it is known that 
a suicide occurred. For instance, the fact that a person 
committed suicide may influence the perceptions of 
family members concerning the victim’s behavior just 
before death. Another important dimension difficult to 
measure retrospectively is the time that passed between 
the clinician’s awareness of risk factors and suicide (6). 

Ideally, characteristics predicting suicide will iden- 
tify short-term risk so that life-saving interventions can 
be made. Characteristics predicting suicide at some 
time in the distant future may be of relatively second- 
ary importance because they do not define an acute 
emergency and may even obscure the more acute pre- 
dictors that indicate something must be done immedi- 
ately (7, 8). 

This report represents an extension of previous 
work looking at prospective predictors of suicide in a 
sample of 954 patients with diagnoses of major affec- 
tive disorders who were admitted to the Collaborative 
Program on the Psychobiology of Depression (9). The 
initial report presented a univariate analysis of char- 
acteristics of 25 patients who died by suicide over a 
4-year follow-up period (10). The current report de- 
scribes a multivariate analysis of patient characteristics 
that correlated with the outcome of suicide in our sam- 
ple over 10 years. We found that discriminant function 
profiles predicting suicide for the first year of follow- 
up did not significantly predict suicide over the next 4 
years. This led us to investigate the possibility that 
different characteristics may be observed in patients 
who are going to commit suicide within 1 year of ini- 
tial assessment, in contrast to features observed in pa- 
tients who are going to commit suicide 2—10 years 
after clinical assessment. 


METHOD 
Subjects and Procedure 
The sample consisted of 954 subjects from the Col- 


laborative Study on the Psychobiology of Depression 
who met Research Diagnostic Criteria (RDC) for a 
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major affective disorder (9). The study took place at 
five university centers, where, on admission to the 
study, all patients were assessed at intake by profes- 
sional clinical interviewers using the Schedule for Af- 
fective Disorders and Schizophrenia (SADS) (11), 
which included the symptom variables used in the 
study. The sample included 401 men.and 553 women. 
Their mean age at the time of admission to the study 
was 38.1 years (range=17—79), and all of the patients 
were Caucasian. Of the 954 patients, 569 had unipolar 
depression (210 with first episodes and 359 with re- 
current episodes), 185 had bipolar type I, 114 had 
bipolar type II, and 80 had schizoaffective disorder (46 
bipolar and 34 depressed); in addition, six patients had 
minor depression. 

All patients who completed suicide during the first 
10 years of the study were included; The median age 
of the patients who committed suicide was 36 years 
(range=21—73). Treatment of all study patients was 
administered independent of the study and in usual 
settings by professionals (privately or in a clinic set- 
ting). Treatment was not controlled but was recorded 
during follow-up visits at 6-month intervals over the 
10 years. 


Statistical Analysis 


The study began taking in patients in January 1978. 
In 1982, an exploratory discriminant function analysis 
was performed to compare the symptoms of patients 
who had committed suicide or made serious attempts 
with those of patients who had not demonstrated any 
suicidal activity. The suicide group’ studied (N=68) 
included some patients who had committed suicide or 
made serious attempts during the index episode before 
entry into the study. The comparison group was 
matched in age, sex, and marital status. 

The stepwise analysis (which assumed homogeneous 
variance-covariance matrixes) examined 46 symptom 
variables hypothesized by three of us (J.F., W.A.S., and 
D.C.C.) to be associated with suicidal behavior. Twelve 
of these were found to be effective discriminators. 

Because our sample of patients who had committed 
suicide was small and results of discriminant function 
analysis are often difficult to replicate, these results 
were sequestered to await a cross-validation. The in- 
evitable occurrence of more suicides allowed us to de- 
termine whether the original 1982 discriminant func- 
tion predicted subsequent suicides among the surviving 
patients. In 1986 the discriminant function was ap- 
plied to the sample to test whether the function could 
identify a second group of 11 patients who had com- 
mitted suicide during the first 5 years of the follow-up. 
In the original 1986 discriminant function analysis 
samples, 12 of the 14 suicides had occurred within the 
first year. In the cross-validation sample of 11 more 
suicides, only one occurred within the first year of fol- 
low-up. The original 1982 discriminant function anal- 
ysis did not predict suicides in the cross-validation 
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sample, which led to the question of whether the in- 
stability of the discriminant function was attributable 
to the fact that most suicides in the initial suicide group 
in the discriminant function analysis occurred within 
the first year of follow-up but the opposite was true of 
the suicides in the cross-validation group. 

To test that hypothesis, the data were re-analyzed in 
1990 with all 32 suicides divided into two groups re- 
flecting time of suicide. The 13 suicides that occurred 
within the first year of follow-up were considered 
short-term suicides, and the 19 suicides that occurred 
after the first year of follow-up were considered long- 
term suicides. 

We then compared the characteristics of both groups 
of patients who had committed suicide with those of 
the patients who had not committed suicide. The 12 
characteristics examined (hopelessness, severity of hal- 
lucinations, alcohol abuse, panic attacks, loss of inter- 
est or pleasure [anhedonia], somatic anxiety, excessive 
bodily concern, fatigue, phobia, antisocial behavior, 
subjective stress, and nonreactivity) were drawn from 
the 1982 discriminant function analysis. 

A Kruskal-Wallis analysis of variance (ANOVA) of 
ranks was used to evaluate the differences between 
groups because the symptom data exhibited heteroge- 
neous within-group variances and a questionable dis- 
tributional form that would invalidate a parametric 
one-way ANOVA. Two characteristics—suicidal ide- 
ation detected by the clinical rater and a history of 
previous suicidal behavior from the SADS interview— 
were added to this analysis because of their common 
association with suicide in previous studies, despite the 
fact that they did not emerge in our previous univariate 
analyses. Because of the emergence of somatic anxiety 
and panic attacks in our discriminant function analy- 
sis, the SADS item of psychic anxiety was also added to 
subsequent analyses to explore the possible signifi- 
cance of all anxiety-related items. The presence versus 
absence of panic attacks in the current episode among 
short-term and long-term suicide groups and patients 
who had not committed suicide was compared by chi- 
square test. 

A series of Mann-Whitney U statistics were subse- 
quently applied to compare each of the two suicide 
groups (short-term and long-term) with the patients 
who had not committed suicide. These U statistics test 
pairwise comparisons between each of the suicide groups 
and the patients who had not committed suicide. 

Because the analyses for this study took place over a 
period of 8 years, new suicides in the sample were 
reported as the analysis progressed. Thus, we have 14 
suicides in the first analysis, 25 in the second, and 32 in 
the third. These analyses were performed several years 
apart, and we learned of new suicides occurring in 
each interval. Instead of examining only the first sam- 
ple of 14 or the second of 25, we decided that it was 
most sensible to include any additional suicides in each 
set of analyses. 
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TABLE 1. Chi-Square Statistics for the Kruskal-Wallis ANOVA of 
Ranks for 954 Patients With Major Affective Disorder Who Did or 
Did Not Commit Suicide 


Chi-Square ANOVA 
x” F 
Symptom (df=2) p (df=2, 951)" p 
Hopelessness 7.79 0.020 2.34 0.097 
Alcohol abuse 5.73 0.057 2.43 0.089 
Loss of interest or pleas- 
ure (anhedonia) 8.79 0.012 3.74 0.035 
Psychic anxiety 6.36 0.042 3.27 0.038 
Suicidal ideation 4.48 0.106 2.10 0.123 
Suicide attempts 3.03 0.220 1.90 0.150 
Obsessive-compulsive 
features 4.57 0.102 2.97 0.052 
Indecisiveness 6.34 0.042 3.57 0.029 
Diminished concentration 7.84 0.020 III 0.045 
Global insomnia 6.58 0.037 2.39 0.096 


“For suicidal ideation, df=2, 950. 


RESULTS 


Thirty-two (3%) of the 954 patients had committed 
suicide. Thirteen (41%) of these suicides occurred dur- 
ing the first year of follow-up: three (9%) during the 
first 3 months and seven (22%) during the first 6 
months. Nineteen (59%) of the suicides occurred dur- 
ing follow-up years 2-10. 

Previously reported univariate analyses (10) showed 
that no specific RDC type or subtype of major affective 
disorder had a significantly higher incidence of suicide 
than any of the others. 

The 1982 discriminant function analysis that se- 
lected the 12 characteristics of hopelessness, severity of 
hallucinations, alcohol abuse, panic attacks, loss of in- 
terest or pleasure (anhedonia), somatic anxiety, exces- 
sive bodily concern, fatigue, phobia, antisocial behav- 
ior, subjective stress, and nonreactivity produced a 
Wilks’s lambda of 0.71 (p=0.05) and a canonical cor- 
relation of 0.54. It correctly classified 13 (93%) of the 
14 suicides despite a relatively high false-positive rate 
(41%). It also correctly classified 27 (50%) of the 54 
nonlethal suicide attempts and 28 (41%) of the 68 
patients who did not attempt suicide. The function 
failed, however, to predict the suicides and suicide at- 
tempts that occurred primarily during years 2—5 of the 
follow-up at better than chance expectation. It cor- 
rectly classified seven (64%) of the 11 suicides, 53 
(66%) of the 80 nonlethal attempts, and 446 (56%) of 
the 800 patients who did not attempt suicide. 

Table 1 shows the results of the ANOVA of seven of 
the predictive symptoms of suicide plus suicide at- 
tempts, suicidal ideation, and psychic anxiety in pa- 
tients who committed suicide within 1 year after as- 
sessment, patients who committed suicide in 1~10 
years, and patients who did not commit suicide. There 
were significant differences among the three groups in 
many of the symptoms. The results of the Mann- Whit- 
ney U statistics comparing the two groups of patients 
who had committed suicide with the patients who had 


åm T Peurhintm: 147-9 Sontembhor 199) 


FAWCETT, SCHEFTNER, FOGG, ET AL. 


TABLE 2. Probability Values for Mann-Whitney U Statistics Com- 
paring 954 Patients With Affective Disorder Who Committed Sul- 
cide Within 1 Year (Short-Term) or 2-10 Years (Long-Term) and 
Patients Who Did Not Commit Sulcide 


Short-Term Long-Term 


Suicide Suicide 
Symptom p p 
Hopelessness 0.463 0.007 
Alcohol abuse 0.029 0.372 
Loss of interest or pleasure (anhedonia) 0.005 0.223 
Psychic anxiety 0.012 0.879 
Suicidal ideation 0.613 0.041 
Suicide attempts 0.815 0.086 
Obsessive-compulsive features 0.063 0.303 
Indecisiveness 0.085 0.062 
Diminished concentration 0.028 0.078 
Global insomnia 0.011 0.765 


not committed suicide are given in table 2. Symptoms 
that were significantly more severe among those who 
committed suicide within 13 months than among those 
who did not commit suicide were loss of interest or 
pleasure (anhedonia), psychic anxiety, obsessive-com- 
pulsive features, global insomnia, and alcohol abuse. 

The symptom (not the disorder) of panic attacks was 
present at the intake SADS evaluation in eight (62%) 
of 13 patients who committed suicide within 1 year 
but only 262 (28%) of 922 patients who did not com- 
mit suicide and four (21%) of the 19 patients who 
committed suicide in 2—10 years. Despite the small 
number of suicides overall, this result cannot be attrib- 
uted to chance alone (x*=7.43, df=2, p=0.024). 
These data suggest that the presence of panic attacks 
may be another risk factor in short-term suicide (with- 
in a year of assessment). 

Suicidal ideation, hopelessness, and history of sui- 
cide attempts were not significantly associated with 
short-term suicide but were significantly (or nearly sig- 
nificantly in the case of attempts) associated with long- 
term suicide. Hopelessness predicted long-term sui- 
cides better than short-term suicides, although both 
suicidal groups had higher mean ratings than the pa- 
tients who did not commit suicide. It is also notable 
that two symptoms—diminished concentration and in- 
decisiveness—were marginally significant in predicting 
both long- and short-term suicides. 


DISCUSSION 


The variables produced by the first discriminant 
function analysis, which correctly identified 13 of 14 
suicides occurring in the first year following the begin- 
ning of the study, did not identify in better than chance 
fashion the 11 suicides occurring in the 2—10 years 
after the intake evaluation. This, plus the fact that the 
variables associated with suicide in the first year did 
not include the presence of standard predictors such as 
suicidal ideation and history of previous suicide at- 
tempts, led us to lock at time from clinical assessment 
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PREDICTORS OF SUICIDE 


to suicide as a possible basis for the unexpected vari- 
ables that emerged (i.e., panic attacks, somatic anxiety, 
and loss of interest and pleasure [anhedonia]) (7,12): 

The effect of treatment on outcome could not be 
assessed because eight suicides occurred before the first 
follow-up visit, when the previous 6 months of treat- 
ment was recorded, and because treatment was as- 
signed in a heterogeneous fashion with variable com- 
pliance, leaving insufficient numbers of patients in each 
treatment subgroup (especially among the two suicide 
groups) for meaningful analysis. 

This report suggests two neglected aspects of suicide 
research that may be of importance for the timely iden- 
tification of patients suffering from major affective dis- 
orders and in danger of suicide: prospective study data 
and the temporal nature of suicide prediction. The two 
issues are not really separable because prospective 
measurement is necessary in order to assess the tem- 
poral nature of symptom predictors. In this analysis, 
the mean symptom levels of traditional suicide predic- 
tors (suicidal ideation and previous suicide attempts) 
among patients who completed suicide within 1 year 
were well below those of the patients who did not 
commit suicide, but among patients who committed 
suicide within 2—10 years they were significantly above 
those of the patients who did not commit suicide. This 
finding effectively cancels out any simple direct asso- 
ciation between suicide ideation or attempts and com- 
pleted suicide in the total patient sample. This cancel- 
ing out effect, based on time to suicide, explains why 
analyses combining short-term and long-term suicides 
into one group, such as was done in our previously 
reported univariate analyses (10), did not find suicidal 
ideation and suicide attempts to be'correlates of com- 
pleted suicide. 

The results of our follow-up study suggest that in 
this sample of patients with major affective disorders, 
the three symptoms most strongly related to completed 
suicide within 1 year of assessment were the anxiety- 
related symptoms of panic attacks, psychic anxiety, 
global insomnia, diminished concentration, and alco- 
hol abuse. Loss of interest and pleasure (anhedonia) 
was also significantly more severe in these patients. 
Hopelessness, a risk factor that reflects a negative af- 
fective evaluation of the world, was found to be asso- 
ciated with completed suicide in the studies of Beck et 
al. (13). We found, however, that hopelessness was 
significantly more severe in the patients who com- 

leted suicide within 2—10 years than in patients who 

ad not committed suicide only when these groups 
were compared by using the Mann-Whitney U statistic 
(see table 2). Risk factors that reflect a patient’s current 
Or past preoccupation with suicidal behavior (i.e. 
suicidal ideation expressed to a clinician and previous 
history of suicide attempts) are related to completed 
suicide occurring 1 year or more after assessment. 

Inspection of the mean incremental differences in 
SADS ratings of the discriminating items suggests that 
some of the differences are clinically as well as statis- 
tically significant. That is, the mean-differences for rat- 
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ings of psychic anxiety and loss of interest or pleasure 
(anhedonia) amounted to a full point or more on the 
6-point SADS rating scale and were thus observable by 
clinicians trained to be precise and reliable with their 
clinical judgments (14, 15). On the other hand, when 
viewed from the perspective of time to suicide, hope- 
lessness did not discriminate patients who committed 
suicide within 2—10 years from patients who had not 
committed suicide by a sufficient magnitude (0.6 units 
on a 6-point rating scale) to be considered clinically 
discriminable. However, the mean difference between 
patients who had committed suicide within 2—10 years 
and those who had not was significant (see table 2). 
Since mean differences of single clinical ratings on 
SADS items were the basis of measurement, it must be 
stressed that single clinical dimensions of a specific 
magnitude are not considered diagnostic of suicide, 
but a pattern of clinical dimensions (e.g., panic attacks, 
psychic anxiety, anhedonia, and hopelessness) emerges 
as an important descriptor of a group of patients at 
high risk for imminent suicide within weeks up to 1 
year after clinical assessment. 

Suicidal ideation expressed by a patient with a clin- 
ical depression in the course of a clinical assessment is 
generally accepted as a standard indicator of the pres- 
ence of suicide risk (12). Yet, in this study most of the 
patients who completed suicide in the first year after 
assessment did not communicate the presence of sui- 
cidal ideation or plans in response to the specific ques- 
tions of trained, clinically experienced raters. This 
finding, somewhat at variance with conventional wis- 
dom, may be related to the prospective design of this 
study and exactly to whom (clinician or significant 
other) the patient communicates suicidal ideations. It 
is possible that instead of communicating suicidal ide- 
ation or intent to clinicians, who may try to intervene, 
patients make tangential communications to relatives, 
the significance of which is understood in many in- 
stances only after the suicide (the previous studies of 
suicidal communication were all retrospective). This 
would suggest that the clinician should gather the data 
for suicide risk assessments not only from the patient 
but also from significant others (16). 

Some of the risk factors correlated with short-term 
suicide may be modifiable through clinical and thera- 
peutic efforts, thus potentially decreasing the likelihood 
of suicide. The anxiety-related symptoms in particular 
may be more rapidly amenable to psychopharmaco- 
logical or psychotherapeutic interventions than other 
presuicidal depressive symptoms, such as hopelessness 
and severe anhedonia. We call symptoms that may be 
responsive to early clinical intervention “modifiable 
risk factors.” 

On the basis of our findings, clinical decision mak- 
ing and research about suicide may benefit from con- 
ceptualizing clinical assessments in terms of the differ- 
ences between acute and long-term and modifiable or 
nonmodifiable risk factors. This time-related, interven- 
tion-oriented focus, which is not emphasized in the 
current literature on suicide prediction, may help the 
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clinician to weigh individual clinical observations 
more appropriately when making suicide risk assess- 
ments and may also point in a useful direction for 
treatment intervention efforts. 

In the present analysis, the modifiable risk factors of 
short-term risk, such as panic attacks, global insomnia, 
and high levels of psychic anxiety, appear to be the 
best indicators of acute suicidal risk in combination 
with moderate alcohol abuse, severe anhedonia, di- 
minished concentration, and indecisiveness. The clini- 
cal observation and treatment of severe anxiety symp- 
toms may be one of the leading priorities for treating 
the acutely suicidal patient with affective disorder. This 
finding is similar to a position suggested in Shneidman’s 
more theoretical discussion (17). 

In a prospective study of completed suicide by psy- 
chiatric patients during the 5 years following hospital 
admission, Pokorny (6) pointed out that psychiatrists 
deal with a time frame consisting of “minutes, hours, 
or days” to define and respond to a “suicidal crisis” 
period, unlike the frame of months or years used by 
clinical researchers. What is needed is a better defini- 
tion of the attributes of an acute suicidal crisis in order 
to provide a basis for more successful intervention. 
Short-term risk factors in patients with major affective 
disorders, such as panic attacks, severe psychic anxi- 
ety, and alcohol abuse, in the context of severe anhe- 
donia and hopelessness, may help define the acute sui- 
cidal crisis and point to therapeutic interventions that 
may substantially reduce acute suicidal risk. The emer- 
gence of panic and anxiety as short-term risk factors 
may converge with the finding of Coryell et al. (18, 19) 
of high rates of suicide in patients with panic disorder. 
More recently, Weissman et al. (20) have shown a re- 
lationship between high rates of suicide attempts and 
panic disorder. Both of these studies add validity to the 
importance of severe anxiety symptoms as precipitants 
of suicide. 

The findings of different predictors based on time to 
suicide in this sample suggest that the long-term sui- 
cide patients in this study may have had symptoms 
similar to those of the short-term group within a year 
of their suicide. Efforts are being made to test this 
hypothesis on the basis of data concerning relapse and 
symptom patterns in the year before suicide in the 
long-term suicide group. The sample of suicides pre- 
sented in this report is small relative to the universe of 
patients who commit suicide. Since the findings derive 
from a sample of Caucasian patients diagnosed as hav- 
ing RDC major affective disorders, it is unknown if 
these findings would apply in other risk groups, such 
as non-Caucasian patients or patients with schizophre- 
nia, alcoholism, or personality disorders, raising ques- 
tions of generalizability of these findings to clinical 
practice. Although the age range of the patients who 
committed suicide was 21—73 and half of the patients 
were 36 or younger, the effects of differences in age are 
difficult to assess because of the small numbers of sui- 
cides across the age spectrum. 

Although the outcome of this limited sample sug- 
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gests that such traditional risk factors as previous his- 
tory of suicide attempts and suicidal ideation were not 
highly predictive of short-term suicide, such factors 
should not be dismissed in the clinical assessment of 
suicide risk. Rather, these initial findings should draw 
the attention of clinicians and research investigators to 
the following issues: 1) the importance of standardized 
prospective data for studies of completed suicide, 2) 
the importance of assessing patients in terms of acute 
versus long-term suicide risk, and 3) the possible value 
of anxiety symptoms (panic attacks, psychic anxiety, 
psychomotor agitation, global insomnia) as precursors 
of suicide and target symptoms for vigorous treatment 
efforts. Further studies of patients with major depres- 
sion will be required to replicate these results. Contin- 
ued follow-up of patients in the sample who have re- 
vealed long-term risk factors is currently underway. 
Our findings replicate those of other investigators in 
identifying severe hopelessness as a precursor of sui- 
cide but add severe anhedonia as a precursor as well. 
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Life Events and the Course of Bipolar Disorder 


Aimee Ellicott, Ph.D., Constance Hammen, Ph.D., 
Michael Gitlin, M.D., Gary Brown, and Kay Jamison, Ph.D. 


The authors examined the impact of life stress on the 
course of bipolar disorder over a 2-year period in a 
group of 61 outpatients. The patients were followed 
prospectively with ongoing assessments of stressful life 
events, symptoms, levels of maintenance medication, 
and compliance with treatment regimens. As pre- 
dicted, survival analyses indicated a significant associ- 
ation between life events and relapse or recurrence of 
the disorder. These effects could not be explained by 
differences in levels of medication or compliance. Fur- 
ther research is recommended to examine which spe- 
cific subgroups of bipolar patients are most susceptible 
to stress. 

(Am J Psychiatry 1990; 147:1194-1 198) 
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espite the consistent finding of modest but sig- 
nificant associations between stress and unipolar 
depressive symptoms (1—5) and recent theoretical and 
methodological improvements in research on stress 
and illness, there have been few rigorous investigations 
of the impact of stress on the course'of bipolar illness. 
Given that bipolar illness is a recurrent disorder (6), 
with high rates of considerable exacerbation of symp- 
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toms over a 1- to 2-year period even when patients 
apparently comply with lithium carbonate treatment 
regimens (7), studies examining the factors that predict 
recurrence and relapse are essential. While genetic and 
biological components are undoubtedly important in 
the etiology of bipolar disorder, such factors alone do 
not entirely explain the variance in the expression of 
the illness or the timing and frequency of symptoms 
(8). Psychosocial factors are likely to affect the onset, 
course, and resolution of this disorder. 

Hirschfeld and Cross (9) surveyed the results of con- 
trolled and uncontrolled studies of stress and bipolar 
disorder and concluded that most studies reported that 
the subjects experienced increased stress before onset 
or subsequent episodes of the disorder. Results from 
these studies must be interpreted cautiously, however, 
given the pervasive methodological flaws and theoret- 
ical limitations. First, the use of retrospective designs 
with lengthy recall periods and questionnaire methods 
may have contributed to biased or incomplete report- 
ing, errors in memory, inadequate sampling of relevant 
events, and inaccuracies in dating event onset and du- 
ration (5, 10, 11). The only study that used a prospec- 
tive design to assess stress and symptom levels in 38 
patients during a 7-month observation period found 
few differences in frequency or type of stress between 
the patients who remained well and those who re- 
lapsed (12). However, this investigation may not have 
used an adequately long observation period and did 
not control for the effects of medication or compliance 
with medication regimens, despite the possible effect of 
these variables on stress-illness relationships. 


Am T Psychiatry 147:9. September 1990 


he 


The present study examined the impact of life stress 
on the course of bipolar illness over a 2-year period in 
carefully diagnosed bipolar patients in treatment at an 
outpatient medication clinic. Prospective methods of 
assessing symptoms and life stress that have been effec- 
tive in elucidating the relationships between life stress 
and unipolar illness were used. In particular, inter- 
views about stressful events and their context, based 
on methods developed by Brown, Harris, and col- 
leagues (1), were used to obtain careful dating of 
events and to yield reliable, objective ratings of stress- 
fulness. Symptom levels, diagnoses, and medication 
and compliance levels were ascertained, independent 
of the life stress interviews, during the patients’ ongo- 
ing medication visits to the clinic. The longitudinal 
design permitted the use of sophisticated techniques 
such as survival analysis, which incorporates life table 
and regression analyses, to evaluate the association be- 
tween probability of relapse and life events. It was 
hypothesized that patients experiencing increased life 
stress would have a higher likelihood of relapse as time 
passed than would patients having lower levels of 
stress. 


METHOD 


The participants were outpatients at an affective dis- 
orders clinic who were receiving medication for bipo- 
lar disorders. Patients were recruited into the ongoing 
longitudinal study of life stress and course of affective 
disorder after being followed at the clinic for at least 4 
months and after achieving remission status (defined as 
no episodes of major depression, mania, or hypomania 
for at least 2 months) or, for a minority of patients, 
best clinical state (defined as a stable symptom picture 
for at least the past 6 months). 

The subjects were 61 adults (28 men and 33 women) 
who were followed for at least 1 year. Forty-six were 
diagnosed as having bipolar I disorder and 15 as hav- 
ing bipolar IJ disorder. All had experienced prior epi- 
sodes. Their meantSD age was 39.6+10.2 years. 
Eighty-five percent (N=52) of the group was white; 
26% (N=16) were currently married or cohabiting, 
51% (N=31) were single, and 23% (N=14) were di- 
vorced, Forty-one percent (N=25) had at least a col- 
lege education, and 59% (N=36) had completed high 
school or less. 


Procedures 


Initial diagnostic evaluation. Upon admission to the 
clinic for treatment, each patient received a 3- to 
5-hour standard evaluation by a psychiatrist and a psy- 
chologist or psychology intern. Detailed information 
regarding the nature, duration, and dates of current 
and past symptoms, pharmacologic and psychosocial 
treatment and treatment response, and family history 
was obtained from diagnostic interviews (clinical in- 
terview, Family History Research Diagnostic Criteria 
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[13]) and self-report questionnaires. Each patient 
agreed to be contacted in the future for research pur- 
poses. Supplementary information for some patients 
was provided by interviews with family members and 
review of past medical records. The kappa coefficient 
of agreement on DSM-III-R axis I diagnoses was 0.80 
for a random sample of 39 of the patients. 

Ongoing symptom assessment. The ongoing symp- 
tom status of the patients was assessed when they at- 
tended the medication clinic, at intervals (depending 
on individual need) of 3 days to 3 months. At each visit 
the patient’s psychiatrist evaluated both current symp- 
toms and symptom status throughout the period since 
the last medication visit, using the DSM-III-R criteria 
for mania, hypomania, major depression, dysthymia, 
and mixed states. The duration and dates of any diag- 
nosable episodes and subsyndromal disturbances were 
carefully noted on clinical research forms, and these 
data were transferred onto individual symptom time 
lines that indicated the onset and end of all affective 
episodes during the observation period. 

In addition, psychiatrists used a 4-point scale to rate 
the patient’s current diagnosis, current medication reg- 
imen, any medication changes or laboratory results, 
and compliance with the treatment regimen. The re- 
search staff monitored the records closely for com- 
pleteness and accuracy. 

Life stress assessment. Life stress that had occurred 
during the past 6 months was first assessed with a 45- 
to 90-minute semistructured face-to-face interview 
when the patient entered the study. Every 3 months 
thereafter, all subjects were interviewed by telephone 
or in person about the occurrence of life events since 
the last contact. 

Life stress interviews were based on the methods of 
Brown, Harris, and colleagues (1) and were conducted 
to minimize the patients’ reporting biases and forget- 


. fulness, while also evaluating the impact of each event 


in the context in which the event occurred. The 
3-month interval minimized the time period over 
which the subject had to remember, and the accuracy 
of life event dating was enhanced by the use of cues to 
aid the subject’s memory. Distortions due to selective 
recall and symptoms were minimized by the prospec- 
tive design of the study and by conducting the first 
interview while the subject was in a state of remission. 
The life stress interview included standardized 
probes to obtain detailed information about the date, 
duration, nature, and circumstances of each event, in- 
cluding the expectedness, the subjective impact, the 
desirability, and the resources for coping with the 
event. Definitions of what constituted an event were 
based on guidelines from Paykel and Mangen’s Inter- 
view for Recent Life Events (unpublished manuscript, 
1981). Each event was described in a written summary 
prepared by the interviewer, specifically omitting de- 
scriptions of the individual’s reactions to the event. 
Following procedures described by Brown and Har- 
ris (1) and Paykel and Mangen (unpublished manu- 
script, 1981), after the interview a research team eval- 
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TABLE 1. Maintenance Treatment Scale Used to Rate Treatment 
Level of 61 Patients With Bipolar Disorder 


Maintenance Carba- Neuro- 
Treatment Lithium mazepine Valproate leptics | 
Level* (meq/liter) (mg/day) (mg/day) (mg/day)? 
0 0.00 0 0 0 
1 =0.54 3499 ' 3749 299 
2 0.55-0.69 500-699 750-1249 300-599 
3 0.70-0.89 700-999 1250-1999 600-899 
4 0.90 =1000 22000 2900 


“Each level indicates treatment with one kind of drug at the dose 


shown. 
chlorpromazine equivalents, according to'Hollister’s conversion 
table (15). 


uated each event and made an “objective” rating of its 
threat or severity (defined as the way the average per- 
son would be likely to experience the impact of the 
event under similar conditions) on a scale ranging from 
1 (no threat) to 5 (severe threat). The research team, 
which consisted of at least two persons blind to the sub- 
jects symptom status who had been extensively trained 
in the use of contextual-threat interviewing techniques, 
also rated each event along several dimensions. Reliabil- 
ity calculations based on a total of 45 events from 16 
patients yielded an intraclass correlation coefficient of 
0.77 (pss0.0001) for overall objective ratings of threat by 
two independent teams of raters. 

Medication and compliance assessment. Since the 
adequacy of a maintenance medication regimen and 
the patient’s compliance with this regimen can easily 
affect relapse rates, medication regimens and compli- 
ance were noted at each outpatient visit. Medication 
regimens were evaluated by using a 5-point scale mod- 
eled after Keller’s summary scales for treatment of 
acute affective disorder (14). Table 1 shows the main- 
tenance treatment scale, which ranges from 0 (no 
maintenance treatment) to 4 (a high level of treatment) 
with regard to the four most common forms of main- 
tenance treatment in bipolar disorder. Ratings of com- 
bination medication regimens were computed by add- 
ing the levels of the components. 

At each outpatient visit, the psychiatrist rated his or 
her impression of the patient’s degree of adherence to the 
prescribed regimen since the last visit on a scale ranging 
from 1 (complete adherence) to 4 (refused recommended 
treatment). Mean ratings across visits were determined 
for each patient for the various time periods of interest. 
The resulting scores yielded a rough compliance rating 
suitable for assessing the role of differences in compliance 
as an alternative to the role of stressful events in explain- 
ing changes in symptom status. 


Analysis 


The symptom time lines of the patients were in- 
spected, and the date of relapse or recurrence was not- 
ed. Thirty-two of the 61 patients experienced hypoma- 
nia or mania (N=21) or a major depressive episode 


(N=11) according to the DSM-III-R criteria. If a sub- 
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TABLE 2. Relative Hazard for Relapse at Various Levels of Stress 
Compared to Baseline Level for 61 Patients With Bipolar Disorder 


Stress Standard t Relative 
Level Coefficient* Error (df=25)° Hazard 
2 0.07 0.60 0.12 1.08 
3 —0.10 0.63 ~Q.15 0.91 
4 1.51 0.44 3.41° 4.53 


„Comparison with baseline level of stress (level 1). 
Þdf equals number of relapse points minus 3, where “relapse points” 
refers to the number of days on which relapse occurred relative to 
entry into the study. 

“p<0.001. 


ject experienced multiple episodes, the first was arbi- 
trarily chosen for examination. These episodes repre- 
sented recurrences in 22 patients (who had been 
symptom free for at least 1 month before onset of 
diagnosable disorder) and relapses in 10 (who went 
into an episode representing exacerbation of mild pre- 
vious symptoms). For these 32 patients, the total of 
objective ratings of stress for events occurring in the 3 
months before symptom change was calculated. Of the 
remaining subjects, 21 experienced no episode, and 
seven dropped out of the study before completing the 
first year. Of the no-episode patients, 11 were symp- 
tom free over the entire period, and 10 experienced 
minor, nondiagnosable symptoms. For this group, the 
final 3 months of the observation period were used to 
compute totals of objective ratings of life event stress. 

We used survival analysis to evaluate the association 
between stress and symptoms in terms of the proba- 
bility of symptom change given the stress level, meas- 
ured by time to episode onset. A variation of Cox’s 
proportional hazards model (16), incorporating stress 
as a time-dependent covariate, was used. Following the 
method of Gail (17), we divided the total objective 
ratings of stress before relapse into quartiles and then 
calculated coefficients comparing the hazard for the 
baseline level of stress to the hazard for higher levels. 


RESULTS 


There was a significant relationship between the 
highest levels of stress and the likelihood of relapse (see 
table 2). As table 2 indicates, the patients with low and 
average levels of stress did not have a greater risk of 
relapse than those without stress, but those with the 
highest levels had a risk 4.53 times higher than the 
patients without stress. 

To rule out the confounding effects of differences in 
the intensity of medication treatment or the level of 
compliance with regimens, patients who did experi- 
ence new affective episodes were compared to patients 
who did not. When the mean medication ratings 
shown in table 1 for the 3-month comparison periods 
were used, a t test indicated no significant difference in 
treatment between those who had an episode and 
those who did not (t=1.16, df=45, p=0.25, two-tailed 
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test). Similarly, mean compliance ratings for the com- 
parable periods did not differ for the two symptom 
group (t<1, df=38, p=0.40). Thus, level of medica- 
tion and compliance with medication regimens did not 
explain the differential relapse/recurrence rates of the 
two groups. 


DISCUSSION 


The longitudinal analysis of symptom changes in bi- 
polar patients indicated a significantly greater likeli- 
hood of relapse in the patients with high stress levels 
than in the patients with lower stress levels and the 
patients who did not relapse. The subjects who had no 
stress or low or average levels of stress did not show a 
greater risk of relapse than those who stayed well. The 
following representative case example highlights the 
importance of this finding. 


Case 1. Mr. A, a 30-year-old man, had been given a diag- 
nosis of bipolar I disorder at age 21. He had had two manic 
episodes and multiple minor depressions and hypomanic ep- 
isodes before treatment at the affective disorders clinic. After 
entering the study, he remained asymptomatic on a regimen 
of lithium carbonate and had no severely threatening life 
events (those rated 4 or 5 on the objective threat scale) dur- 
ing the first 6 months of observation. Then the patient re- 
ported a severely threatening event that involved a month- 
long financial investigation at his workplace. Directly 
afterward he experienced a mild subsyndromal depression, 
which spontaneously resolved after 18 days. Several weeks 
later, however, Mr. A reported three severely threatening 
events over the course of a month, two of which were em- 
ployment-related changes that jeopardized his job, and one 
of which involved a major estrangement from his live-in girl- 
friend. One week after these events, he had a 2-week manic 
episode, which was controlled on an outpatient basis with an 
increased dose of lithium and which subsided into hypoma- 
nia that persisted for over 3 months. 


In this patient’s case, each severe event occurred dur- 
ing an asymptomatic period, and several were closely 
associated with his subsequent manic relapse. He also 
reported milder stressful events throughout the obser- 
vation period, which may have added to his risk of 


relapse 

The results of this study are consistent with those of 
studies based on retrospective event reporting that 
have indicated an association in some bipolar patients 
between stressors and episodes of illness. However, 
this study is the first to demonstrate this association 
between symptoms and stress by using a prospective 
design, systematic interview procedures, and survival 
analysis. Although the sample size was limited, the re- 
sults are particularly suggestive because of the longi- 
tudinal design of the study. The results have both the- 
oretical and clinical implications. 

Theoretically, the results affirm the impact of psy- 
chosocial factors on the course of an affective disorder 
with a presumed biological base. At present there is no 
complete model for integrating e and bio- 
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logical factors in the course of bipolar disorder. One 
promising approach, however, is that of Goplerud and 
Depue (18), who argued that some forms of bipolar 
disorder may involve weak inhibitory modulation in 
certain CNS systems which control behavioral and bi- 
ological variables and that stress contributes to dysreg- 
ulation of such variables. A different model has been 
proposed by Wehr et al. (19), who suggested that sleep 
reduction, often a concomitant of stressful life circum- 
stances, may be a final common pathway precipitating 
mania. Clearly, future efforts to integrate biological 
and psychosocial factors will improve the prediction of 
the course of bipolar disorder. 

Clinically, an important implication of our findings 
is the possibility that reducing the impact of stressful 
life events on patients’ lives may help to prevent epi- 
sodes of affective disorder. Both psychological and 
medical interventions might need to be increased at 
times of stress, and it might be important for clinicians 
to carefully monitor the occurrence of stressors in pa- 
tients’ lives and to be alert to the effects of the events 
over a period of several months. 

It is noteworthy that the results could not be ex- 
plained by differences in the adequacy of medication 
regimens or by differences in the level of compliance 
with these regimens. There were no significant differ- 
ences between the group that relapsed and the group 
that did not in maintenance medication levels or in 
medication compliance ratings, which could account 
for changes in symptoms and thus provide an alterna- 
tive explanation to the effects of stress. Nevertheless, in 
some individuals it is likely that the effects of stressful 
events may indeed be mediated by changes in compli- 
ance with medication regimens. In individual cases, 
stressors may have a complex interaction with symp- 
toms and compliance behavior, sometimes leading to 
the exacerbation of symptoms because of the patient’s 
failure to adhere to the medication regimen. 

It is also important to note that relapse was more 
likely only in patients who experienced high levels of 
stress over the observation period. It appears that there 
may be a threshold at which a patient becomes more 
vulnerable to the impact of threatening events. Indi- 
viduals with lower levels of stress did not differ in risk 
of relapse from individuals who remained episode free. 
This finding is consistent with research on associations 
between life stress and unipolar disorder, suggesting 
that episodes and symptoms are associated with se- 
verely threatening events or chronic strain (1, 5). 

Although there was a significant overall effect link- 
ing changes in symptoms and high degrees of stress, a 
larger sample size is necessary to replicate the results of 
this pilot study. Further, the demonstrated relationship 
between stress and relapse is not invariable for all bi- 
polar patients. There appeared to be some subjects 
who experienced major stressors but did not have an 
increase in symptoms, while some individuals had an 
increase in symptoms apparently in the absence of ma- 
jor life events. In a previous study (20), we showed 
that, at least for unipolar patients, the personal mean- 
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ing of events, rather than simply the’ occurrence of the 


events, is associated with depression. In addition to the 
personal meaning of events, there are a number of fac- 
tors, such as psychiatric history and family history of 
affective disorders, that might affect ‘reactions to stress 
in bipolar patients. Further exploration of these issues 
is underway and promises to help clarify the impact of 
stressful life events on the individual course of disorder 
and to aid in the construction of models that predict 
the course of bipolar illness from various combinations 
of artical genetic, and psychiatric factors. 
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Comorbidity of Major Depression and Anxiety Disorders 
in Twin Pairs 


Svenn Torgersen, Dr.Philos. 


The relationship among major depression only, ma- 
jor depression with anxiety disorders, and anxiety dis- 
orders only was investigated in a twin sample (N=177 
pairs). The results suggest that there is an etiological 
relationship between mixed major depression-anxiety 
disorders and major depression only but no relation- 
ship between these two conditions and anxiety disor- 
ders only. When anxiety disorders with panic attacks 
were analyzed, the relationship between mixed cases 
and major depression only and the lack of a relation- 
ship between mixed cases, major depression only, and 
anxiety disorders only became even clearer. Further- 
more, mixed cases seemed to be more strongly influ- 
enced by genetic factors than was major depression 
only. 

(Am J Psychiatry 1990; 147:1199-1202) 


he question about the unitarian or dual etiology 
of anxiety and depression has long been the sub- 
ject of debate in British and, to a lesser extent, Amer- 
ican psychiatry (1). The debate has often been mixed 
with the question about the distinction between psy- 
choses and neuroses and between endogenous and re- 
active affective states. The American classification sys- 
tem for mental disorders, DSM-III, aimed to solve the 
debate by abolishing the distinction between psychotic 
and nonpsychotic unipolar affective disorders, while at 
the same time sharply distinguishing anxiety disorders 
from affective disorders. Major depression was placed 
above anxiety disorders in the diagnostic hierarchy, 
which means that when a patient has both anxiety 
disorders and major depression, the latter should be 
the sole diagnosis. It soon became clear that the hier- 
archy had to be applied often (2). The presence of 
major depression strongly increased the likelihood of 
the presence of an anxiety disorder. 
Family studies of anxiety disorders have supported a 
distinction between major depression and anxiety dis- 
orders, as relatives of probands with anxiety disorders 
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have not been found to have a higher frequency of 
major depression than do relatives of control subjects 
(3, 4). The Yale family studies (5—7), on the other 
hand, disclosed that first-degree relatives of individuals 


_ with both major depression and anxiety disorder had a 


higher frequency of major depression, as well as anx- 
iety disorders, than did relatives of individuals with 
major depression only. However, it seems as if a higher 
frequency of depression is seen among relatives of pro- 
bands with concurrent depression and anxiety disor- 
der, not among relatives of probands with depression 
secondary to an anxiety disorder (8, 9). The results of 
the family studies seem therefore equivocal in regard to 
a common etiology of anxiety disorder and depression. 

Twin studies might better disclose a common genetic 
diathesis for anxiety disorders and depression. An Aus- 
tralian twin study from the general population (10) 
seems to have shown that anxiety disorders and de- 
pression have a common genetic basis, while environ- 
mental factors create the differentiation. However, the 
conclusions from the study have been disputed (11). 
And, in any case, the study did not deal with clinical 
cases. 

The present study, a reanalysis of the Norwegian 
twin study (12, 13), aimed at the disclosure of any 
etiological relationship between major depression and 
anxiety disorders. 


METHOD 


The methodology of the Norwegian twin study has 
been described earlier (12, 13). Same-sexed twins were 
identified by comparing with a national twin register 
all patients who were treated in Norway for neurotic 
or borderline conditions before 1977 and were born 
between 1910 and 1955. All twins were personally 
interviewed. The Present State Examination (PSE) (14) 
was used, with the modification that lifetime symp- 
toms were recorded. Information was also obtained 
from psychiatric records. DSM-III diagnoses were ob- 
tained by means of a computer output of the PSE 
symptoms and, if necessary, a case summary of the 
interview. The hierarchy of DSM-III was not used in 
the present analysis. A probandwise method was ap- 
plied; that is, both twins in a twin pair were index 
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TABLE 1. Concordance of Diagnoses of Co-Twins and Probands With Major Depression Without and With Anxiety Disorders and Anxiety 


Disorders Without Major Depression 


Major Depression 


Total 

Proband Diagnosis N N 
Major depression only 

Monozygotic 16 1 

Dizygotic 25 2 
Major depression with anxiety | 

Monozygotic 17 5* 

Dizygotic 34 4* 
Anxiety disorder only 

Monozygotic 32 1 

Dizygotic 53 2 


“One co-twin had a bipolar disorder. 


twins if they were independently identified by the as- 
certainment process. l 

The study population consisted of 177 twin pairs. 
Forty-one of the index twins had major depression 
without anxiety disorders, 51 had major depression 
with a lifetime diagnosis of anxiety disorder, and 31 
had both major depression and anxiety disorder with 
panic attacks, Eighty-five index twins had an anxiety 
disorder without major depression, and 41 had an 
anxiety disorder with panic attacks without any epi- 
sode of major depression. Because they were lifetime 


diagnoses, anxiety and depression appeared in differ- ` 


ent order, concurrent and subsequent. Any effort to 
have separated the index twins according to course 
might have drastically reduced the number of twins. 

The mean age at interview was similar in all groups 
of index twins: 48 years (range, 24-66) for twins with 
major depression only, 45 years (range, 21—66) for the 
group with major depression and anxiety disorder, and 
44 years (range, 22-66) for the group with anxiety 
disorder only. The proportion of women was as fol- 
lows: major depression only, 78% (N=32); mixed 
anxiety disorder and major depression, 84% (N=43); 
and anxiety disorder only, 66% (N=56). When only 
anxiety disorders with panic attacks ‘were considered, 
the mean ages were as follows: 47 years (range, 24—66) 
for the major depression index twin group, 45 years 
(range, 21-66) for the mixed group, and 45 years 
(range, 22—66) for the group with anxiety disorder 
with panic attacks. Seventy-five percent (N=46) of the 
index twins with major depression only were women, 
as much as 94% (N=27) of the index twins with major 
depression and anxiety disorders with panic attacks 
were women, and only 56% (N=23) of the index 
twins with anxiety disorder with panic attacks only 
were women. 

The probandwise concordance between probands 
and co-twins was displayed through the calculation of 
odds ratio, which is a measurement of association be- 
tween two bivariate variables. The statistical signifi- 
cance of the relationship was calculated by means of 
stepwise logistic analysis, which included age at inter- 
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Co-Twin Diagnosis 


Major Depression Anxiety Disorder 
Only With Anxiety Only 
Yo N Yə N Yo 
6.3 3 18.8 0 0.0 
8.0 2 8.0 2 8.0 
29.4 1 5.9 2 11.8 
11.8 0 0.0 4 11.8 
3.1 0 0.0 11 34.4 
3.8 0 0.0 9 17.0 


view and sex; the analysis used the LOGIST procedure 
in the Statistical Analysis System (15). 


RESULTS 


Table 1 shows that pure anxiety disorders were un- 
common among co-twins of probands with pure major 
depression, and, correspondingly, pure major depres- 
sion was infrequent among co-twins of probands with 
pure anxiety disorders. Mixed anxiety disorder and 
depression was, however, common among co-twins of 
probands with pure major depression, and pure major 
depression was common among co-twins of probands 
with mixed anxiety and depression. 

The concordance of pure depression and mixed 
anxiety-depression was almost three times as high in 
monozygotic pairs as in dizygotic pairs. In the calcu- 
lation of odds ratios between diagnoses in probands 
and co-twins, a stepwise logistic regression was per- 
formed, with co-twins’ diagnoses as dependent varia- 
bles and probands’ sex, diagnoses, and age at interview 
as independent variables. The analysis showed that for 
monozygotic twins, there was a statistically significant 
relationship between major depression without anxi- 
ety in probands and major depression with anxiety in 
co-twins (odds ratio=11.1, +95% confidence inter- 
val=1.1-115.5; p<0.05 when age and sex were taken 
into consideration). A corresponding statistically sig- 
nificant relationship existed between major depression 
with anxiety in monozygotic probands and major 
depression without anxiety in co-twins (odds ratio= 
9.6, 95% confidence interval=1.7—55.6; p<0.02 when 
age and sex were taken into consideration). Finally, 
there was a statistically significant relationship be- 
tween anxiety disorders without major depression in 
monozygotic probands and co-twins with the same 
diagnosis (odds ratio=8.1, 95% confidence interval= 
1.6-40.4; p<0.02 when age and sex were taken into 
consideration). 

No relationship between diagnoses in dizygotic pro- 
bands and co-twins was statistically significant. Appli- 
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TABLE 2. Concordance of Diagnoses of Co-Twins and Probands With Major Depression Without and With Panic Attacks and Anxiety Dis- 


orders With Panic Attacks Without Major Depression 


Co-Twin Diagnosis 
Major Depression Major Depression Anxiety Disorder With 
Only With Panic Attacks Panic Attacks Only* 
Total cen a a 
Proband Diagnosis N % N % N % 
Major depression only i 
Monozygotic 24 2 8.3 3 12.5 2 8.3 
Dizygotic 37 2 5.4 2 5.4 2 5.4 
Major depression with panic attacks 
Monozygotic 9 5 55.5 0 0.0 0 0.0 
Dizygotic 22 4b 18.2 0 0.0 1 4.5 
Anxiety disorder with panic attacks only 
Monozygotic 18 0 0.0 0 0.0 4 22:2. 
Dizygotic 23 0 0.0 0 0.0 0 0.0 


“Consists of panic disorder, agoraphobia with panic attacks, and generalized anxiety disorder with panic attacks. 


One co-twin had a bipolar disorder. 


cation of logistic regression with zygosity as the inde- 
pendent variable showed no statistically significant 
effect of zygosity. This result leads us to the suggestion 
that there is an etiological relationship between ‘pure 
major depression and mixed anxiety-depression but no 
relationship between these two groups of disorders 
and pure anxiety disorders. As the relationship was 
only statistically significant for monozygotic twins, the 
possibility exists that the relationship is genetic, even 
though zygosity did not yield a significant effect in the 
logistic regression. 

As the debate most often has revolved around the 
question of whether there is an association between 
panic disorders and major depression, table 2 has re- 
stricted the anxiety disorders to cases with panic at- 
tacks. The anxiety disorders with panic attacks in table 
2 consist of panic disorder, agoraphobia with panic 
attacks, and generalized anxiety disorder with panic 
attacks. The three groups of anxiety disorders are clas- 
sified together to make the number of twin pairs larger, 
because a genetic linkage study has suggested that the 
three disorders have the same etiology (16) and be- 
cause the same pattern was disclosed for all three 
groups of anxiety disorders. 

Table 2, even more dramatically than table 1, dis- 
closes a lack of familial or genetic relationship between 
pure anxiety disorders with panic attacks and major 
depression with and without anxiety disorders with 
panic. The odds ratios for major depression with panic 
attacks in probands and major depression without 
panic attacks in co-twins were statistically significant 
when age and sex were taken into consideration in the 
stepwise logistic regression. The relationship was sig- 
nificant for dizygotic twins (odds ratio=6.4, 95% con- 
fidence interval=1.1—38.1; p<0.002) as well as for 
monozygotic twins (odds ratio=25.0, 95% confidence 
interval=3.6—173.2; p<0.05). Furthermore, when zy- 
gosity was an independent variable, this variable also 
had a significant effect on the results (p<0.05). On the 
basis of our findings, it thus seems as if major depres- 
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sion with panic attacks is etiologically and probably 
also genetically related to major depression without 
panic attacks. Panic attacks without major depression 
seem unrelated to major depression with and without 
anxiety. As earlier studies noted (12, 13), age at onset 
did not influence the concordance rates. 


DISCUSSION 


The present study started before the era of DSM-III. 
Hence, the diagnostic interview applied, PSE, is not 
based on DSM-III. Even so, PSE is so detailed accord- 
ing to symptoms and clinical features that it seems 
possible to derive DSM-III diagnoses based on the in- 
terview. However, some uncertainty might be attached 
to the results when an interview schedule not closely 
corresponding to DSM-III is applied. 

The diagnoses were not obtained blindly from 
judges, and reliability estimates were not calculated. 
Instead, application of algorithms to the computerized 
symptoms helped make the assessment blindly. Wheth- 
er this precaution might reduce the validity of the di- 
agnoses is difficult to know. Furthermore, the limita- 
tion of twin studies will always be the number of twin 
pairs. Hence, the possibility always exists that the re- 
sults are due to pure chance. The statistical tests might 
help to avoid this misinterpretation. However, the 
astonishing fact that co-twins of index twins with 
major depression alone so seldom had only major de- 
pression, but rather had mixed anxiety-depression and 
vice versa, might be due to the low number of twin 
pairs. The difference between concordance rates among 
monozygotic and dizygotic twins might also be due to 
chance. Furthermore, a higher concordance among 
monozygotic than dizygotic twins might be a conse- 
quence of a more similar environment for monozygotic 
twin partners than for dizygotic twin partners. 

That a relationship between major depression only 
and mixed depression-anxiety was not evident in cases 
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where major depression only was the proband diagno- 
sis might be because probands with major depression 
only had a lower liability for depression than did 
mixed cases. In accordance with a multiple threshold 
theory, one could interpret the results as showing that 
mixed cases had a higher liability for depression be- 
cause of a number of genetic and environmental fac- 
tors (17). 

In any case, the present analysis of twin data might 
indicate that there is no etiological connection between 
stable anxiety only or anxiety with panic attacks only 
and major depression. Conditions .characterized by 
concurrent or subsequent episodes of. anxiety disorders 
and major depression, on the other hand, seem to be 
genetically or environmentally related to major depres- 
sion without anxiety. Furthermore, .anxiety or panic 
attacks might be an indication of a stronger genetic 
determination of the mood disorder. 

The results of the present study dre in accordance 
with earlier family studies showing no depression 
among relatives of probands with panic attacks only 
(8). Several studies have not used a group with anxiety 
only but have distinguished between primary anxiety 
and secondary depression, on the one hand, and con- 
current anxiety and depression, on the other hand. The 
primary anxiety group might be assumed to be closest 
to the anxiety only group. Two of these studies (8, 9) 
have shown a lower frequency of depression and a 
higher frequency of anxiety among the relatives of pro- 
bands with primary anxiety. Another study {5, 6) did 
not report any difference. However, all three studies, 
as well as the study of Weissman et al. (7), show that 
probands with both anxiety and depression have more 
relatives with depression than do probands with de- 
pression only. The Australian twin study (10) may also 
be interpreted as suggesting not only a common ge- 
netic diathesis for anxiety and depressive symptoms 
(10), but also a specific genetic influence on panic anx- 
iety, according to the most recent publication from the 
research team (18). 

The viewpoint that mixed depression and anxiety 
disorders might be more strongly influenced by genetic 
factors than is pure depression might,explain why sub- 
jects with the mixed disorders have more severe symp- 
toms and poorer prognosis (8, 9) and more often have 
severe concomitant personality disorders (17—20). 
Hence, even if the mixed cases etiologically may be 
within the major depression spectrum, they deserve 
special attention as a more severe variant of the mood 
disorders. 
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Amoxapine Versus Amitriptyline Combined With 
Perphenazine in the Treatment of Psychotic Depression 


Raymond F. Anton, Jr., M.D., and Earl A. Burch, Jr., M.D. 


In a double-blind study lasting for 4 weeks, the au- 
thors compared the effectiveness of amoxapine, an an- 
tidepressant with potential antipsychotic properties, 
with a combination of amitriptyline plus perphenazine 
in the treatment of 38 patients who had the diagnosis 
of major depression with psychotic features (psychotic 
or delusional depression). Patients in each group 
showed similar improvement in depression and psy- 
chosis. There was a tendency for the patients treated 
with amitriptyline pius perphenazine to have higher 
global response rates. However, the patients given 
amoxapine had significantly fewer extrapyramidal side 
effects. 

(Am J Psychiatry 1990; 147:1203—1208) 


N j ajor depression with psychotic features, which 

is often referred to as psychotic depression or 
delusional depression, is thought to represent an illness 
with clinical features distinct from those of nonpsy- 
chotic major depression (1—4). There is evidence sug- 
gesting that there are also biological differences be- 
tween psychotic and nonpsychotic depression (5—14). 
Most important for patient care, however, is the dif- 
ference between psychotic and nonpsychotic depres- 
sion in pharmacological response. 

A review of the literature (15), which consisted 
mainly of retrospective and uncontrolled prospective 
studies of 1,054 patients, found that although 67% of 
patients with nonpsvychotic depression responded to 
tricyclic antidepressants, only 35% of psychotically 
depressed patients responded to these drugs when used 
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alone. In contrast, several retrospective and open pro- 
spective studies have suggested a much better response 
rate (60%—80%) to the combination of a tricyclic an- 
tidepressant and an antipsychotic medication (1, 3, 16— 
19). Most importantly, in the first randomized double- 
blind pharmacological prospective study in delusional 
depression, Spiker et al. (20) compared the tricyclic 
amitriptyline with the antipsychotic perphenazine and 
then compared both of these with the combination of 
amitriptyline and perphenazine. Their results con- 
firmed the data from the retrospective studies in that 
47% of their patients responded to amitriptyline 
alone, 19% to perphenazine alone, and 78% to the 
combination of both drugs. When the results of the 
many retrospective studies and this well-designed pro- 
spective study are taken together, it appears clear that 
the combination or an antidepressant and an antipsy- 
chotic is the pharmacological treatment of choice in 
this disorder. The efficacy of this combination in the 
treatment of psychotic depression has been attributed 
to blockade of an overactive dopamine system and 
augmentation of a deficient norepinephrine, or per- 
haps serotonin (5-HT), system in the CNS of psychot- 
ically depressed patients (1). 

The antidepressant drug amoxapine, the N-desmethy] 
derivative of the antipsychotic drug loxapine, and its 
7-OH metabolite appear to possess effects similar to 
those of other neuroleptic drugs in vitro (21—23) and in 
vivo (22, 24, 25). In addition, amoxapine’s biochemical 
(21, 26) and clinical (27, 28) profiles are similar to those 
of other tricyclic antidepressants. These combinations of 
pharmacological qualities make amoxapine worthy of 
study in the treatment of psychotic depression. 

We have previously described the usefulness of 
amoxapine in the management of psychotically de- 
pressed hospitalized patients (29-31). In these open 
trials 60%—80% of patients had a clinically significant 
response to treatment. 

The purpose of the present study was to examine 
more carefully the utility of amoxapine in the treat- 
ment of psychotic depression. Amoxapine was com- 
pared with a combination of amitriptyline plus per- 
phenazine in a prospective randomized double-blind 
study in the treatment of hospitalized patients who 
had the diagnosis of major depression with psychotic 
features. 
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METHOD | 


Subjects for this study were recruited from the inpa- 
tient units at two distinct sites. All patients had been 
admitted for the clinical treatment of their condition 
and were asked to participate in the study after initial 
screening, which included judgments of diagnostic 
suitability and good physical health. Routine physical 
examination, ECG, and laboratory studies were done 
to assure that the patients had no substantial physical 
abnormality, including cardiovascular, neurological, 
and endocrinological problems, that would preclude 
their receiving study medications. All of the women 
considered for the study had had a negative urine preg- 
nancy test. 

Usually within 1 week of admission, after initial 
physical and psychiatric screening, patients were inter- 
viewed by the research psychiatrist (R.F.A. Jr. or 
E.A.B. Jr.). Treating psychiatrists, nurses, and family 
members also provided information. If the patient met 
DSM-III criteria for major depression with psychotic 
features and was able to provide informed consent, he 
or she was invited to participate in the study. 

On day 1 of the study the patient was rated for 
depression by using the 17-item Hamilton Rating Scale 
for Depression and the Brief Psychiatric Rating Scale 
(BPRS) as well as the 5-item Clinical Global Evalua- 
tion Scale (1=not ill, S=very severely ill). All patients 
were given a placebo looking just like the subsequent 
study drug four times daily. The patients received no 
other psychiatric medication during this period except 
for low-dose lorazepam or oxazepam to control ex- 
treme agitation or severe insomnia. On day 5 of pla- 
cebo treatment, the patients were reassessed diagnos- 
tically. They were evaluated with the Hamilton 
depression scale, the BPRS, the Clinical Global Evalu- 
ation Scale, and the 5-point Clinical Global Improve- 
ment Scale (1=marked improvement, 5=worse). They 
again had to meet DSM-III criteria for major depression 
with psychotic features. If substantial depression (score 
greater than 18 on the Hamilton depression scale) and 
persistent delusions and/or hallucinations were still pres- 
ent, the patients were randomly assigned in a double- 
blind rh eee to treatment with either amoxapine or a 
combination of amitriptyline plus perphenazine. 

Fifty-six patients provided informed consent and en- 
tered the placebo washout phase of the study. Ten of 
these patients were dropped from the study before re- 
ceiving active medication; four of these patients re- 
fused further participation and six improved substan- 
tially in their symptoms. 

The remaining 46 patients were assigned blindly to 
either amoxapine (21 patients) or amitriptyline plus 
perphenazine (25 patients). The patients received iden- 
tical capsules containing either 100 mg of amoxapine 
or 50 mg of amitriptyline plus 8 mg of perphenazine. 
On day 1 and day 2, patients received one capsule of 
active medication at 9:00 a.m. and 9:00 p.m. and one 
identical placebo capsule at 1:00 p.m. and 6:00 p.m. 
On day 3 the patients received active medication cap- 
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sules at 9:00 a.m., 6:00 p.m., and 9:00 p.m. and a 
placebo at 1:00 p.m. On day 4 and thereafter, each 
patient received a capsule of active medication four 
times daily, for a total daily dose of 400 mg of amox- 
apine or 200 mg of amitriptyline plus 32 mg of per- 
phenazine. The protocol allowed for a dose reduction 
of one capsule at any time and an increase of one 
capsule after 22 days on active medication. 

At the end of each treatment week over the 4-week 
active medication trial, the patients were assessed for 
global improvement (by using the Clinical Global Im- 
provement Scale and the Clinical Global Evaluation 
Scale) and side effects by the research psychiatrists and 
rated for depression and psychosis by a trained re- 
search assistant using the Hamilton depression scale 
and the BPRS. These scales and scores were reviewed 
for consistency and validity by the research psychia- 
trists. Global evaluation took into account reports on 
the patient’s symptoms provided by nurses, treating 
psychiatrists, and family members. A side effect check- 
list that included specific extrapyramidal and dyski- 
netic symptoms was filled out for each patient weekly. 

Before the initiation of the study protocol we de- 
cided to use as the basis of efficacy analysis only those 
patients who completed at least 2 weeks of active med- 
ication. A one-way analysis of variance was used to 
compare the two treatment groups on baseline severity 
measures (Hamilton depression scale, BPRS, Clinical 
Global Evaluation Scale) and demographic variables 
such as age. An analysis of covariance (ANCOVA) 
with the baseline measurement as the covariate was 
used to analyze the differences in outcome measures 
(Hamilton depression scale, BPRS, Clinical Global 
Improvement Scale, and Clinical Global Evaluation 
Scale) between the two treatment groups at each eval- 
uation period. The thinking disorder subscale of the 
BPRS (conceptual disorganization, grandiosity, suspi- 
ciousness, hallucinations, unusual thought content) 
was also analyzed in this manner. In addition, a sepa- 
rate ANCOVA was used to evaluate any differences in 
the outcome measures at the end of the study irrespec- 
tive of whether the patient completed all 4 weeks olhs 
active medication study protocol. 

Categorical data, such as demographic characteristics 
and illness-related symptoms, as well as categorical out- 
come measures were analyzed by chi-square analysis. 


RESULTS 


Of the 46 patients who entered the active medica- 
tion phase of the study, eight were dropped from the 
study before receiving 2 full weeks of active medica- 
tion. Four of the patients receiving amoxapine were 
dropped from the study early, one for inadequate re- 
sponse and three for refusal to participate. Four pa- 
tients treated with amitriptyline plus perphenazine 
were dropped early, one for inadequate response, two 
for adverse experiences (orthostatic hypotension and 
constipation), and one for refusal to participate. Since 
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TABLE 1. Characteristics of the Depressive Illness of 38 Psychoti- 
cally Depressed Patients Given Amoxapine or Amitriptyline Plus 
Perphenazine 


Amitriptyline 
Plus 
Amoxapine Perphenazine 
(N=17) (N=21) 

Characteristic N % N %o 

Unipolar 14 82 18 86 

Bipolar 3 18 3 14 

Melancholic 12 71 11 52 

Mood congruent 11 65 10 48 

Mood incongruent 6 35 11 52 

Delusional 16 94 20 95 

With hallucinations 5 29 10 48 
With hallucinations 

only 1 6 1 5 


dropouts from both groups were similar, the plan to 
analyze the efficacy data for only those patients receiv- 
ing at least 2 weeks of active medication appeared 
justified. 

There were 38 patients who met this criterion: 17 
(mean+SD age=44.4+12.4 years) in the amoxapine 
group and 21 (mean age=46.1411.5) in the amitrip- 
tyline-perphenazine group. There were 16 men (94% 
of the total) in the amoxapine group and 16 men (76% 
of the total) in the amitriptyline-perphenazine group. 
The racial mix of the groups was similar; in the amox- 
apine group 12 (71%) of the patients were Caucasian 
and five (29%) black, and in the amitriptyline-per- 
phenazine group 12 (57%) were Caucasian and nine 
(43%) were black. For 24 (63%) of the 38 patients, the 
present affective episode had lasted longer than 3 
months; 29 (76%) of the patients had been hospital- 
ized previously for a psychiatric illness; and the 38 
patients had had a mean+SD of 4.6+1.6 previous af- 
fective episodes. There were no significant differences 
between the two treatment groups on any of these 
measures. 

The characteristics of the depressive illness of the 38 
patients are shown in table 1. Most of the patients in 
each group had unipolar or melancholic depression. 
All of the patients manifested delusional thinking ex- 
cept for one patient in each group who had hallucina- 
tions as the only psychotic symptom. The distribution 
of patients with mood-congruent and mood-incongru- 
ent psychotic features was similar in both groups 
(x7=0.53, df=1, n.s.). 

Nine patients in each group had received either an- 
tidepressants or antipsychotic medication in the month 
before the study. In the amoxapine group, five of the 
nine patients who had received such medication were 
considered nonresponders. In the amitriptyline-per- 
phenazine group, six of the nine patients were consid- 
ered nonresponders. 

Eleven of the 17 patients in the amoxapine group 
received 400 mg of the drug until the end of the study, 
four received dose increases to 500 mg, and two re- 
ceived dose decreases to 300 mg (both secondary to 
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FIGURE 1. Hamilton Depression Scale and BPRS Ratings of 38 
Psychoticalty Depressed Patients Given Amoxapine or Amitriptyline 


Plus Perphenazine 


HAMILTON DEPRESSION SCALE 


BPRS 





Week 2 
Study Week 


hypotension or dizziness). Eleven of the 21 patients 
given amitriptyline plus perphenazine received 200 mg 
of amitriptyline and 32 mg of perphenazine, seven re- 
ceived dose increases to 250 mg of amitriptyline and 
40 mg of perphenazine, and three received dose de- 
creases to 150 mg of amitriptyline and 24 mg of per- 
phenazine (all secondary to hypotension or dizziness). 

The Hamilton depression scale and BPRS ratings for 
both patient groups at baseline and over the 4-week 
active treatment period are given in figure 1. As can be 
seen the mean ratings on the Hamilton depression 
scale and the BPRS were similar for both treatment 
groups at baseline and at each treatment week. AN- 
COVA showed that there was a significant improve- 
ment in both depression and BPRS scores at each treat- 
ment week over baseline for both groups. However, 
there was no significant difference between the two 
treatment groups at any week. 

Since five patients in the amoxapine group and three 
in the amitriptyline-perphenazine group dropped out 
before the final ratings were made at week 4, the data 
were analyzed for between-group differences in the 
clinical ratings at baseline versus the final ratings, irre- 
spective of when the final rating occurred between 
week 2 and week 4. These data are summarized in 
table 2. There was no significant difference between 
the groups at baseline for measurements of depression, 
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TABLE 2. Baseline and Final Clinical Ratings of 38 Psychotically Depressed Patients Given Amoxapine or Amitriptyline Plus Perphenazine 
| | Amitriptyline Plus 


Amoxapine (N=17) Perphenazine (N=21) Comparison 
Scale Mean SD Mean SD F* p 
Hamilton Rating Scale for Depression 
Baseline | 31.1 5.6 29.5 5.6 0.70 0.40 
Final? 11.3 8.9 10.4 8.9 0.11 0.74 
BPRS 
Total l 
Baseline 59.0 11.4 55.1 11.4 1.08 0.31 
Final? 35.3 12.9 33.0 12.9 0.29 0.59 
Thought disorder subscale 
Baseline | 3.0 1.0 3.0 1.0 0.00 0.99 
Final? 1.9 0.8 2.0 0.8 0.14 0.72 
Clinical global evaluation : 
Baseline 4.4 0.6 4.3 0.6 0.02 0.88 
Final? 27 1.1 2.1 12 2.62 0.11 


“Calculated by analysis of variance for baseline differences between groups (all df=1, 36) and by analysis of covariance for final rating 
differences between groups with the baseline values as covariates (all df=1, 35). 
e final rating was obtained when the patient ended pharmacotherapy. All patients received medication for at least 2 weeks and for no more 
than 4 weeks. 


TABLE 3. Clinical Effectiveness of Amoxapine or Amitriptyline Pius Perphenazine for 38 Psychotically Depressed Patients 
Amitriptyline Plus. 


Amoxapine Perphenazine Chi-Square Analysis 
(N=17) (N=21) ne 
Clinical Measure N % N % (df=1) P 
Change in Hamilton depression score 
>50% © 2 71 17 81 127 0.26 
Change in BPRS score >50% | 10 59 16 76 2.24 0.13 
Clinical global improvement 
Marked | 8 47 13 62 1.55 0.21 
Moderate or marked ' 14 82 18 l 86 0.53 0.47 
Clinical global evaluation of slight or 


no illness 10 So 15 71 1.34 0.25 


psychosis, or global severity of illness. At the end of the sponse rates were high for both groups. Specifically, 12 
study both groups showed a decrease in depression, (86%) of the 14 unipolar patients in the amoxapine 
psychosis, and severity of illness. However, there was group and 17 (94%) of the 18 unipolar patients in the 
no significant difference between the groups on any of —_ amitriptyline-perphenazine group showed at least mod- 


these measures. erate improvement. 

To examine how many patients were effectively Side effects experienced by the study participants 
treated in each medication group, we analyzed global were similar in each group; anticholinergic effects pre- 
improvement using accepted categorical criteria ofim- | dominated. These side effects were blurred vision (sev- 
provement. These data are presented in table 3. Al- en patients in the amoxapine group and 10 in the am- 


though there was a tendency for the patients in the _itriptyline-perphenazine group), constipation (10 and 
amitriptyline-perphenazine treatment group to do bet- 16 patients, respectively), and delayed urine flow (four 
ter according to each response criterion, there was no and seven, respectively). Although there was a ten- 
significant difference between the groups on any measure dency for more patients in the amitriptyline-perphena- 
of improvement. Notably, 14 (82%) of the 17 patients zine group to experience anticholinergic side effects, 
given amoxapine and 18 (86%) of the 21 patients given the only side effect to reach statistical significance at 
amitriptyline plus perphenazine showed moderate to the p=0.05 level was dry mouth, which was experi- 
marked improvement during treatment. For the unipolar enced by seven (41%) of the patients in the amoxapine 
patients alone (14 in the amoxapine group and 18 inthe group and 15 (71%) of the patients in the amitrip- 
amitriptyline-perphenazine group), there was a trend for __ tyline-perphenazine group (y7=4.88, df=1, p<0.03). 
more of the patients in the amitriptyline-perphenazine Orthostatic hypotension and dizziness occurred in 
group to exhibit a greater than 50% reduction in the approximately one-fourth of the patients; there was no 
Hamilton depression scale and BPRS scores (x*=2.9, significant difference between groups. Altogether, six 
df=1, p<0.10). However, this trend was not evident in (13%) of the 46 patients who started the study—two 
clinical global improvement ratings, where overall re- in the amoxapine group and four in the amitriptyline- 
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perphenazine group—could not tolerate full doses of 
the medications because of orthostatic hypotension 
and dizziness. 

Extrapyramidal side effects were systematically evalu- 
ated and rated. Significantly more patients in the amitrip- 
tyline-perphenazine group experienced new or increased 
tremors or rigidity; two patients in the amoxapine group 
and nine in the amitriptyline-perphenazine group expe- 
rienced clinically significant extrapyramidal symptoms 
(x7=6.1, df=1, p<0.02). Most of these symptoms were 
rated as mild to moderate. 


DISCUSSION 


The main finding of this study is that amoxapine 
when given alone can be as efficacious in the treatment 
of psychotic depression as an accepted standard com- 
bination of antidepressant and antipsychotic medica- 
tions. Specific ratings for both depression and psycho- 
sis improved equally in patients given each drug 
regimen over the 4-week study period. These findings, 
however, are limited by the sample size, which allows 
examination of only large differences in treatment ef- 
fects. Smaller effects can be determined only from 
larger sample sizes. 

There is no evidence from the data presented here 
that either drug regimen works faster. There was also 
no significant difference between the treatment groups 
in global outcome measures such as improvement and 
level of illness. Although there was an overall tendency 
for a few more patients in the amitriptyline-perphena- 
zine group to have better global outcomes, whether 
this is clinically meaningful is not certain. In any case, 
our data support previous open-label studies suggest- 
ing good response rates with amoxapine treatment of 
psychotic depression (29—31). 

In the only major prospective study that, to our 
knowledge, specifically examined the pharmacological 
treatment of psychotic (delusional) depression, Spiker 
et al. (20) clearly found that the amitriptyline-per- 
phenazine combination was superior to each drug used 
alone. Approximately 70%—-80% of the patients 
treated in both their study and our present study 
showed a very substantial response to this treatment. 
With amoxapine treatment, on the other hand, 50%— 
70% of the patients had similarly excellent outcomes. 
Although a direct comparison between our study and 
that of Spiker et al. is tenuous at best, it appears that 
amoxapine treatment resulted in somewhat better re- 
sponse rates than did amitriptyline alone. 

When a pharmacological regimen is chosen to treat 
an illness such as psychotic depression, other variables, 
such as patient acceptance, compliance, and side ef- 
fects (both acute and chronic), must be considered. 
Generally, both treatment regimens caused similar side 
effects, except for extrapyramidal symptoms. Dry 
mouth, which may be one of the more annoying anti- 
cholinergic side effects, occurred more frequently in 
the group given amitriptyline plus perphenazine. More 
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importantly, more patients in the amitriptyline-per- 
phenazine group than in the amoxapine group had 
clinically notable tremor and/or rigidity (43% versus 
12%, respectively). Although these symptoms were 
not severe enough to stop medication, their presence 
could suggest both a potentially disabling acute effect 
that could lead to noncompliance and a risk factor for 
the future emergence of dyskinetic symptoms. 

It has been clearly demonstrated in vitro (22) that 
amoxapine, particularly its 7-OH metabolite, can bind 
to dopamine receptors with a potency similar to that of 
haloperidol. It is clear that amoxapine can cause an 
elevation of prolactin, which at least to some degree 
suggests dopamine blockade, in clinical subjects (24, 
25, 31, 32). However, the level of prolactin elevation 
observed during amoxapine treatment is much less 
than that observed during treatment with typical neu- 
roleptics, including haloperidol (30). 

It has been suggested that the synergistic effect of an 
antidepressant plus an antipsychotic on the down-reg- 
ulation of 5-HT, binding sites may be related to the 
treatment efficacy of that combination in psychotic de- 
pression (33). Amoxapine may down-regulate 5-HT, 
receptors differently from other antidepressants (34, 
35) but similarly to the antipsychotic loxapine (36). 
Although in vitro studies suggest that these drugs se- 
lectively bind to dopamine 1 (D,) rather than dopa- 
mine 2 (D,) receptors (37), the antipsychotic effect of 
amoxapine in the treatment of psychotic depression 
may not occur completely through dopamine block- 
ade. Other mechanisms, such as effects on the seroto- 
nin system (which may be linked to the dopamine sys- 
tem), may be operative in the treatment of this illness. 
In this regard, it appears that amoxapine has binding 
characteristics at the S-HT, and D, receptors that pro- 
duce a 5-HT,:D, ratio similar to that of a number of 
atypical antipsychotic compounds (38). Further bio- 
logical studies using measures of serum prolactin and 
plasma homovanillic acid measurement as well as meas- 
ures of treatment response in relationship to serum 
amoxapine metabolite levels may all help to clarify this 
issue. 

It is clear that amoxapine can cause extrapyramidal 
side effects (39-41) and dyskinesia (42) in some pa- 
tients. It is not certain to what extent amoxapine can 
cause these effects in comparison with neuroleptics 
during the treatment of psychotic depression. Al- 
though emergence of extrapyramidal symptoms in the 
present study appeared greater in the amitriptyline- 
perphenazine group, both medication regimens should 
be used with the understanding of the risks involved. 

In summary, amoxapine appears to effect a response 
rate similar to that of a combination of amitriptyline 
plus perphenazine in the treatment of major depression 
with psychotic features. Both medication regimens 
were equally tolerated by our patients. Of potential 
clinical importance, the combination of amitriptyline 
plus perphenazine caused more frequent extrapyrami- 
dal side effects. Since amoxapine is a single agent with 
a unique pharmacological profile that may involve 
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both selective dopamine receptor binding and 5-HT, 
effects, it should be considered an alternative treatment 
for major depression when psychotic features are 
present. 
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A Controlled Trial of Fluvoxamine 
in Obsessive-Compulsive Disorder: 
Implications for a Serotonergic Theory 


Michael A. Jenike, M.D., Steven Hyman, M.D., Lee Baer, Ph.D., 
Amy Holland, B.S., William E. Minichiello, Ed.D., Lynn Buttolph, M.D., Ph.D., 
Paul Summergrad, M.D., Ralph Seymour, B.S., and Joseph Ricciardi, Psy.D. 


Thirty-eight patients with primary obsessive-com- 
pulsive disorder participated in a 10-week, double- 
blind, placebo-controlled trial of the potent, selective 
serotonin reuptake inhibitor fluvoxamine. Fluvoxa- 
mine was significantly better than placebo on two of 
three measures of improvement in obsessive-compul- 
sive symptoms. The authors also compared studies of 
the serotonergic agenis fluvoxamine, sertraline, fluox- 
etine, and clomipramine and found that a greater effect 
size was associated with less serotonergic spectficity 
and that some ability to affect other neurotransmitter 
systems may be a necessary but not sufficient require- 
ment for antiobsessional activity. These data lend only 
partial support to a serotonin hypothesis of obsessive- 
compulsive disorder. 

(Am J Psychiatry 1990; 147:1209—1215) 


E ven though we can effectively treat many patients 
with obsessive-compulsive disorder with combi- 
nations of medication and behavior therapy, some pa- 
tients remain refractory to conventional therapies. Al- 
though occasional patients respond to a variety of 
drugs, the most predictably helpful agents are the an- 
tidepressant drugs (1, 2). Those antidepressants which 
specifically affect brain serotonergic systems seem to be 
particularly effective in improving symptoms of pa- 
tients with obsessive-compulsive disorder (1, 2). Re- 
sults of double-blind, placebo-controlled trials of clo- 
mipramine (3—9) and fluvoxamine (10, 11), as well as 
open trials of fluvoxamine (12) and fluoxetine (13— 
15), suggest the efficacy of these serotonergic agents. In 
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addition, other studies using direct serotonergic ago- 
nists, such as metachlorophenylpiperazine, and seroto- 
nergic antagonists, such as metergoline, suggest that 
brain serotonergic systems may be intimately involved 
in the pathogenesis of obsessive-compulsive disorder 
(16, 17). 

Goodman et al. (10) reviewed the evidence for and 
against the involvement of a drug’s serotonergic prop- 
erties in improving symptoms of obsessive-compulsive 
disorder. They concluded that clomipramine’s success 
in treating obsessive-compulsive disorder may not be 
due entirely to its inhibitory effects on serotonin up- 
take, since desmethylclomipramine, the main metab- 
olite of clomipramine, potently blocks reuptake of 
norepinephrine as well as serotonin (10). Levels of des- 
methylclomipramine are generally higher in plasma 
than the parent compound. In support of the impor- 
tance of the serotonergic properties of clomipramine in 
affecting symptoms of obsessive-compulsive disorder, 
several studies have reported a significant correlation 
between. beneficial effects and plasma levels of clomi- 
pramine (7, 18) but not levels of desmethylclomi- 
pramine (7, 18). 

CSF studies of the serotonin metabolite 5-hydroxy- 
indoleacetic acid (5-HIJAA) and analyses of platelet se- 
rotonin content provide further evidence that the se- 
rotonergic properties of clomipramine may be related 
to its efficacy in obsessive-compulsive disorder. Thoren 
et al. (4) found that patients who responded to clomi- 
pramine had higher baseline CSF levels of 5-HIAA 
than did nonresponders and that the degree of im- 
provement in symptoms of obsessive-compulsive dis- 
order during clomipramine treatment was significantly 
correlated with drug-induced decrease in CSF 5-HIAA 
level. In another clomipramine trial in adolescents 
(19), improvement in symptoms of obsessive-compul- 
sive disorder was significantly correlated with pretreat- 
ment platelet serotonin concentrations and with clo- 
mipramine-induced decrease in platelet serotonin 
content. 

Further support for the serotonergic theory comes 
from reports that other drugs which affect brain sero- 
tonin are sometimes efficacious in the treatment of ob- 
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sessive-compulsive disorder. In addition to the seroto- 
nergic antidepressants already mentioned, these drugs 
include tryptophan, alone (20) or in combination with 
clomipramine (21), lithium carbonate (21-24), traz- 
odone (25, 26), and monoamine oxidase inhibitors 
(MAOIs) (27, 28). 

It appears, however, that not all serotonergic drugs 
are equally effective in treating patients with obses- 
sive-compulsive disorder. Sertraline, a highly specific 
serotonergic agent, was not as effective as other sero- 
tonergic agents have been in reducing obsessive-com- 
pulsive symptoms in a placebo-controlled trial in 19 
patients (29), Also, buspirone, another drug with par- 
tial serotonergic agonist properties, in an open trial in 
10 patients with obsessive-compulsive disorder (30), 
had no overall effect on obsessive-compulsive disorder, 
depression, or anxiety. This may not be surprising be- 
cause buspirone is a partial agonist at 5-HT,, recep- 
tors (31) but ineffective at postsynaptic 5-HT, receptors 
(32). Since 5-HT,, receptors function, as inhibitory au- 
toreceptors, buspirone acts to decrease activity in sero- 
tonin neurons. 

The recent development of drugs with more specific 
effects on brain serotonergic systems has permitted 
closer examination of the relevance of a drug’s seroto- 
nergic properties to its efficacy as an antiobsessional 
agent (10). For example, zimelidine, a bicyclic antide- 
pressant agent that selectively blocks serotonin re- 
uptake, reduced symptoms of obsessive-compulsive 
disorder in three (33—35) of four studies (33—36). 

In an effort to examine further whether the selective 
serotonergic properties of a drug confer it with antiob- 
sessional efficacy, we present the results of a double- 
blind, placebo-controlled trial of fluvoxamine in 38 
patients with obsessive-compulsive disorder. Fluvox- 
amine is an experimental serotonergic agent that has 
been shown to be an effective antidepressant agent 
when compared in double-blind trials with clomi- 
pramine (37) and imipramine (38—40). There is also 
evidence that fluvoxamine, which is a unicyclic agent 
that also possesses selective and potent effects on se- 
rotonin reuptake inhibition, may be helpful in the 
treatment of severe obsessive-compulsive disorder (10— 
12). In one open trial (12), six of 10 inpatients expe- 
rienced clinically significant improvement, and in a 
controlled trial (10), nine of 21 patients with obses- 
sive-compulsive disorder were much improved with 
fluvoxamine and none responded to placebo. This ear- 
lier controlled trial of fluvoxamine in obsessive-com- 
pulsive disorder did not allow an adequate assessment 
of its antiobsessional effects separate from its antide- 
pressant effects, since about half of the patients in this 
report had concurrent major depression (10). Also, the 
treatment duration in this study was shorter than the 
10 weeks usually required in trials of patients with 
obsessive-compulsive disorder; the first 18 analyzable 
patients participated in only 6 weeks of double-blind 
treatment, and the next 24 analyzable patients received 
8 weeks of double-blind treatment. During this study, 
in addition to treatment with placebo or fluvoxamine, 
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patients also attended individual psychotherapy ses- 
sions once a week; here they were encouraged to resist 
their obsessions and compulsions. 

In our present study of the efficacy of fluvoxamine in 
patients with obsessive-compulsive disorder, no other 
treatments were allowed, depressed patients were ex- 
cluded, and the double-blind portion of the study was 
continued for a full 10 weeks in all patients. 


METHOD 


After giving informed consent and discontinuing all 
psychotropic medications for 2 weeks, 40 patients en- 
tered a 2-week, single-blind placebo washout period; 
38 of these patients completed the study. All subjects 
were outpatients and met DSM-III criteria for obses- 
sive-compulsive disorder, had had symptoms of obses- 
sive-compulsive disorder for at least 1 year, and were 
not depressed according to clinical interview. To en- 
sure that patients had substantial obsessive-compulsive 
disorder symptoms, a minimum score of 7 on the Na- 
tional Institute of Mental Health (NIMH) Global Ob- 
sessive-Compulsive Scale (7) was required for entry 
into the study. No patient met DSM-III-R criteria for 
major depression according to clinical interview, and 
each patient had a baseline 17-item Hamilton Rating 
Scale for Depression (41) score of less than 20 as well 
as a score of 2 or less on item 1 (depressed mood) of 
this scale. (Baseline was the end of the 2-week washout 
period.) Patients with a history of other psychiatric 
disorders (schizophrenia, psychotic symptoms, bipolar 
affective disorder, organic mental disorder, psychosur- 
gery, personality disorder that might interfere with 
compliance, Tourette’s disorder, panic disorder, ago- 
raphobia, eating disorders, substance abuse, or alco- 
holism) within 1 year were excluded from the study. 
Pregnant or lactating women as well as women of 
childbearing potential who were not taking adequate 
contraceptive measures were also excluded. A negative 
serum pregnancy test was required before entry into 
the study. 

All patients were free of unstable medical disorders, 
including cardiovascular, hepatic, renal, gastrointesti- 
nal, pulmonary, metabolic, endocrine, or hematologic 
illnesses. All patients were chemically euthyroid during 
the study. No patient had taken MAOIs, anxiolytics, 
antipsychotic agents, or lithium within 4 weeks of drug 
allocation, and none had taken other antidepressant 
agents within 2 weeks of drug allocation. None of the 
patients had ever received depot neuroleptics, and 
none had been psychiatrically hospitalized or received 
ECT within 6 months before entry into the study. The 
patients’ previous unsuccessful treatments are listed in 
table 1. 

All patients gave a complete medical and psychiatric 
history and were given a physical examination before 
entry into the study. All patients received one placebo 
capsule single-blind each evening at bedtime during the 
14-day washout period. Eighteen subjects were then 
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TABLE 1. Previous, Unsuccessful Treatments of 38 Patients With 
Obsessive-Compulsive Disorder Given Fluvoxamine or Placebo" 


Patients Given Patients Given 


Fluvoxamine Placebo 

Previous Treatment (N=18) (N20) 
None 0 3 
Psychotherapy 7 8 
Behavior therapy 2 6 
Medications 15 17 

All cyclic antidepressants other 

than those listed below 10 8 
Clomipramine 3 0 
ine 1 4 
Fluoxetine 3 2 
Maprotiline 2 0 
Trazodone 2 2 
Monoamine oxidase inhibitors 2 6 
Lithium carbonate 5 0 
Benzodiazepines 7 6 
Synthroid 1 0 
Neuroleptics 3 5 
Ergot mesylates 1 0 
Methylphenidate 1 0 
Clonidine 1 0 
Buspirone pA 1 


“Mest patients had been given more than one type of treatment. 


randomly assigned to fluvoxamine (50 mg) and 20 to 
identical-appearing placebo capsules for the 10-week, 
double-blind study period. After drug allocation, pa- 
tients were instructed to take their medication at bed- 
time during the first week and twice daily (i.e., morn- 
ing and bedtime) thereafter. The drug doses were 
titrated up to 300 mg/day of fluvoxamine over a 2—3- 
week period according to the patients’ tolerance for 
the drug. Compliance was assessed by pill count at 
each visit. No other psychotropic medication was 
given throughout the study, and patients were not per- 
mitted to have behavior therapy. 

Nine of the 18 patients given fluvoxamine and 11 of 
the 20 patients given placebo were men; nine of the 
patients in each group were women. The mean+SD 
age of the fluvoxamine group was 37.5+9.3 years; for 
the placebo group it was 34.6+12.9. The mean+SD 
age of all 38 patients was 35.9+11.3 years (range=20— 
68). The mean age at onset of obsessive-compulsive 
disorder of the fluvoxamine group was 17.6+9.7; that 
of the placebo group was 17.3+10.6. The patients in 
the fluvoxamine group had had the illness for 
20.3411.1 years; the patients in the placebo group 
had had it for 17.8+7.6 years. The initial score of the 
fluvoxamine group on the Hamilton depression rating 
scale was 7.7+5.9; for the placebo group it was 
7.5+6.2. The two groups did not differ significantly in 
any of these characteristics according to chi-square 
analysis. 

At each assessment point in the study, patients un- 
derwent measurement of vital signs and routine labo- 
ratory tests, including hematologic profile, serum 
chemistries, and urinalysis. An ECG was performed 
before baseline and at the end of the study. At each 
scheduled visit, patients were asked whether they had 
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experienced any unusual or unwanted signs or symp- 
toms. 

Patients were assessed by experienced raters (either a 
psychiatrist [M.A.]J., P.S., or L. Buttolph]Jor a doctoral- 
level psychologist [L. Baer or W.E.M.]) at baseline and 
after 2, 4, 6, 8, and 10 weeks on medication or pla- 
cebo. The principal measure of outcome was the Yale- 
Brown Obsessive-Compulsive Scale (42, 43). The same 
rater assessed each individual patient throughout the 
course of the study. 

The Yale-Brown Obsessive-Compulsive Scale has 
been used as the main dependent variable in multi- 
center trials of clomipramine and sertraline and has 
demonstrated reliability and validity (42, 43). It is a 
10-itemi semistructured questionnaire with each item 
scored on a 5-point scale from 0 (least symptomatic) to 
4 (most symptomatic) so that the total score (sum of 
items 1 through 10) ranges from 0 to 40. The raters 
used in our study were provided with standardized 
instructions in the use of the Yale-Brown Obsessive- 
Compulsive Scale, and they demonstrated excellent in- 
terrater reliability, with an intraclass correlation coef- 
ficient of r=0.96 (p<0.001). 

The Yale-Brown Obsessive-Compulsive Scale was 
designed specifically to rate the severity of obsessions 
and compulsions and excludes questions about depres- 
sion or anxiety not directly related to obsessive-com- 
pulsive symptoms. Obsessions and compulsions are 
rated for 1) time occupied by symptoms, 2) interfer- 
ence due to symptoms, 3) distress from symptoms, 4) 
how much symptoms are resisted, and 5) how much 
control the patient has over the symptoms. The obses- 
sion subtotal of the scale is derived from the sum of 
items 1 through 5 ‘range=0—20), and the compulsion 
subtotal is derived trom the sum of items 6 through 10 
(range=0—20). The mean decrease in total Yale-Brown 
Obsessive-Compulsive Scale score from baseline was 
used as the main outcome measure of response of ob- 
sessive-compulsive symptoms to treatment. 

In addition to the Yale-Brown Obsessive-Compul- 
sive Scale, the patients were given the NIMH Global 
Obsessive-Compulsive Scale (7) and a clinician-admin- 
istered Clinical Glebal Impression (CGI) of symptoms 
of obsessive-compulsive disorder. 


RESULTS 


Thirty-eight of the original 40 patients completed 
the study. Their mean maximum dose of fluvoxamine 
was 294 mg/day; 17 of the 18 patients who received 
fluvoxamine reached the maximum dose of 300 mg; 
one could tolerate only 200 mg/day. The side effects 
experienced by the patients are listed in table 2; nine 
patients had no side effects. Overall, fluvoxamine had 
no serious side effects, and there were no clinically 
significant alterations in physical examination, labora- 
tory findings, ECGs, blood pressure, or pulse in any of 
the patients during the course of the study. 

The mean+SD scores of the two groups of patients 
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TABLE 2. Side Effects Experienced by 38 Patients With Obses- 
slve-Compulsive Disorder Given Fluvoxamine or Placebo 


Patients Given Patients Given 


Fluvoxamine Placebo 
Side Effect (N=18) (N=20) 
Insomnia 7 1 
Constipation 3 2 
Nausea/heartburn 5 2 
Fatigue 5 3 
Sexual dysfunction 3 1 
Tremor. 1 0 
Headache 5 3 
Dry mouth 1 0 
Mood swings 0 1 
Irritability 1 1 
Increased appetite 1 0 
Decreased appetite 1 yi 
Dizziness 3 0 
Sour or metallic taste 2 0 
Others 5 6 
None 2 7 


on the three outcome measures at each assessment pe- 
riod are given in table 3. There were no significant 
differences between the groups at week 0 (baseline) on 
the Yale-Brown Obsessive-Compulsive Scale (t=0.0, 
df=36, p=0.98), the NIMH Global. Obsessive-Cont 
pulsive Saale (t=0.2, df=36, p=0.88), or the CGI 
(t=0.0, df=36, p= 0.98). | 

For each of the three outcome variables, two-factor 
repeated measures analyses of variance (ANOVAs) 
were conducted with the Group factor consisting of 
drug versus placebo and the Time factor consisting of 
weeks 2, 4, 6, 8, or 10. 

On the Yale-Brown Obsessive-Compulsive Scale, 
since the Group by Time interaction was significant 
(F=2.7, df=4, 144, p=0.03), ANOVAs for simple 
main effects were conducted at each week. Using a 
conservative alpha level of p<0.01, we found that the 
groups significantly differed only at week 10 (see table 

3). The Group by Time interaction was also significant 
on the NIMH Global Obsessive-Compulsive Scale 
(F=3.1, df=4, 144, p=0.02); using the same conserv- 
ative alpha level, we found’ that tests of simple main 
effects showed ‘significant differences between the 
groups only at weeks 8 and 10 (see; table 3). On the 
CGI, the Group by Time interaction (F=0.6, df= 
4, 144, p=0.66) and the Group: factor (F= 3.0, 
df=1, 36, p=0.09) were both nonsignificant, indicat- 
ing no differences between the groups on this measure. 
All significant differences favored the fluvoxamine 
group over the placebo group. In the patients given 
fluvoxamine, improvement on the Yale-Brown Obses- 
sive-Compulsive Scale was not significantly correlated 
with the baseline Hamilton So score (r=0.21, 
n.s.). 

With a total number of 38, alsco power to de- 
tect a “large” effect size (44) was 0.65; our past expe- 
riences with similar medications have yielded * large” 
effects (45). This statistical power is lower than the 
standard criterion of 0.80 (44). 
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DISCUSSION 


Clomipramine is the most studied drug with dem- 
onstrated efficacy in obsessive-compulsive disorder; a 
number of patients, however, suffer side effects from 
clomipramine that sometimes limit its long-term use. 
This study adds to the growing body of evidence that 
other antidepressants which selectively inhibit seroto- 
nin reuptake may also be effective for some patients 
with obsessive-compulsive disorder. To our knowl- 
edge, this is the first published systematic investigation 
of the use of fluvoxamine in obsessive-compulsive dis- 
order that controlled for depression, used a lengthy 
study period, and eliminated confounding effects of 
other types of concomitant therapy. As Charney et al. 
(17) noted, additional drug efficacy studies involving 
medications with effects on a variety of neurotrans- 
mitter systems are required to determine whether an 
ability to enhance serotonergic neurotransmission is 
necessary for a drug to have potent antiobsessional 
activity. More refined investigations of serotonin re- 
ceptor sensitivity in untreated and treated patients 
with obsessive-compulsive disorder are difficult to con- 
duct because of the lack of highly selective agonists 
and antagonists for the multiple known serotonin re- 
ceptor types and subtypes. 

A guiding concept in the search for psychotherapeu- 
tic agents has been that increasing selectivity of drugs 
for action on a single neurotransmitter system or a 
single receptor type is desirable. Such highly selective - 
drugs might have fewer unwanted effects such as the 
anticholinergic effects of the cyclic antidepressants. 
The unstated and largely untested assumption is that 
absolute selectivity is also consistent with therapeutic 
effectiveness. Given the complex interactions among 
monoaminergic and other neurons in the brain and the 
lack of evidence that the pathophysiology of obsessive- 
compulsive disorder or other major psychiatric disor- 
ders is due to an abnormality in any single transmitter 
system, it would not be surprising if this assumption 
were, in fact, untrue. As an example of monoamine 
interactions, the serotonergic neurons of the raphe nu- 
clei exert an inhibitory effect on noradrenergic neurons 
of the locus ceruleus (46}. Thus, administration of 
drugs that facilitate serotonergic neurotransmission, 
such as serotonin reuptake inhibitors, MAOIs, or se- 
rotonin precursors such as tryptophan or 5-hydrox- 
ytryptophan, can be expected, at least initially, to sup- 
press noradrenergic activity (47). The fact that most 
cyclic antidepressants (including clomipramine) and 
MAOIs also facilitate noradrenergic neurotransmis- 
sion markedly complicates the effects of these agents. 
What the desirable endpoint is, however, is not 
known. The meaning of physiological readouts used to 
screen antidepressant drugs, such as B-adrenergic re- 
ceptor regulation, is unclear. | 

Sertraline (48—56) has the greatest selectivity for se- 
rotonin reuptake blockade of ‘any antidepressant yet 
tried for obsessive-compulsive disorder. Preliminary 
data indicate that it is not as effective as other sero- 
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TABLE 3. Clinical Scores at 2-Week Intervals of 38 Patients With Obsessive-Compulsive Disorder Given Fluvoxamine or Placebo 


Patients Given 


Fluvoxamine 
(N=18) 
Scale and Time Mean SD 
Yale-Brown Obsessive- 
Compulsive Scale 
Week 0 22.6 3.5 
Week 2 21.2 3.8 
Week 4 20.4 4.0 
Week 6 19.2 4.6. 
Week 8 18.2 3.5 
Week 10 18.8 4.0 
NIMH Global Obsessive- 
Compulsive Scale 
Week 0 8.7 1.4 
Week 2 8.5 1.4 
Week 4 Tat 0.8 
Week 6 7.6 1.0 
Week 8 7.1 1.1 
Week 10 6.8 1.2 
CGI 
Week 0 4.6 0.6 
Week 2 4.4 0.7 
Week 4 43 0.5 
Week 6 4,1 0.5 
Week 8 4.0 0.5 
Week 10 3.9 0.5 
p There were no significant effects on this measure. 
Pdf=1, 24. 
“df=1, 55. 


tonergic drugs (29), consistent with the idea that drugs 
with mixed neurotransmitter activities are more likely 
to be effective. The multicenter controlled trial of ser- 
traline (57), however, found it to be significantly better 
than placebo in the treatment of patients with obses- 
sive-compulsive disorder. The growing evidence that 
clomipramine and fluoxetine and now fluvoxamine are 
at least partially effective in the treatment of patients 
with obsessive-compulsive disorder lends support to 
the hypothesis that a necessary but not sufficient prop- 
erty of an antiobsessional agent is facilitation of sero- 
tonin neurotransmission. Fluvoxamine is a potent se- 
rotonin reuptake inhibitor, and both preclinical and 
clinical studies indicate that long-term administration 
of fluvoxamine results in enhancement of serotonergic 
function (10, 58); however, there is preclinical evi- 
dence that chronic fluvoxamine administration has ef- 
fects on other neuronal systems. In rats, a coupling 
between fluvoxamine’s effects on serotonergic and ad- 
renergic systems has been demonstrated (37). 

The medications currently being used to treat obses- 
sive-compulsive disorder can be arranged in decreasing 
order of selectivity for inhibition of serotonin re- 
uptake; they are, from most to least selective (48, 53), 
sertraline, fluvoxamine, fluoxetine, and clomipramine. 
An ex vivo paradigm has been used to show that these 
agents selectively inhibit serotonin uptake in the brain 
after systemic administration (48, 53). Relative poten- 
cies of these agents have been assessed by measuring 
serotonin uptake into synaptosomes prepared from 


Å ans F Daarslii skem: tAT7.QOQ U Sa P PFA 1o00 


Patients Given 


Placebo (N=20) Comparison 
Mean SD F p 
22.7 6.1 — cs 
212 6.4 1.4> 0.25 
21.2 7.0 27° 0.11 
21.2 6.5 5.0° 0.03 
21.0 6.7 6.9° 0.01 
21.8 7.6 20.5> <0.001 
8.8 17 = ses 
8.4 2.0 1.8° 0.18 
8.0 2.0 3.9° 0.05 
8.1 22 5.7° 0.02 
8.0 2.0 9.38 <0.01 
8.0 22 13.2° <0.001 
4.6 0.8 nE, az 
4.6 0.8 sae ae 
4.8 1.5 = = 
4.6 1.1 BE. me 
4,4 1.0 n i 
4.4 1.0 aoe me 


TABLE 4. Measures of Effect for Trials of Four Serotonergic Anti- 
depressants 


Relative 
Selectivity of 
Serotonin 
Relative Versus 
Antidepressant Potency* Norepinephrine” Effect Size® 
Sertraline 1.00 21.0:1 0.80 
Fluvoxamine 0.38 3.5:1 1.09 
Fluoxetine 0.28 2.7:1 1.34 
Clomipramine 0.17 1.1:1 1.53 


“Relative potency of ex vivo inhibition of S-HT uptake into rat brain 
Synaptosomes (49, 54). 

>Median inhibitory concentration ratio; in vitro inhibition of mon- 
oamine uptake into rat brain synaptosomes (49, 54). 

“Calculated as baseline mean minus end of study mean divided by 
standard deviation for the four different trials. 


sacrificed rats that had been pretreated by intraperito- 
neal injection with one of these serotonergic agents 
before death. With this ex vivo procedure, a hierarchy 
of relative potencies and selectivities can be determined 
for each of these serotonergic agents (see table 4). Cau- 
tion must be exercised, however, in extrapolating data 
from rat brain models to humans, and conclusions can 
be considered only tentative. 

To date there are no controlled trials comparing the 
relative efficacy of these medications in obsessive-com- 
pulsive disorder. However, our research unit has re- 
cently conducted controlled or open trials with each of 
these medications (9, 15, 29), and we used the meta- 
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analytic method of calculating effect sizes to compare 
different studies. Although meta-analysis is a contro- 
versial technique (59), it has provided important com- 
parative information in the absence of controlled stud- 
ies (60). The within-treatment effect size statistic is 
calculated (for subjects in the active drug group only in 
controlled studies) as the baseline mean minus the end 
of study mean divided by the standard deviation. The 
results of such an analysis of our four studies is sum- 
marized in table 4, illustrating that those medications 
thought to be more selective for serotonin reuptake 
produced smaller effect sizes. These preliminary data 
suggest that facilitation of serotonergic neurotransmis- 
sion may be necessary but is not sufficient for effective 
treatment of patients with obsessive-compulsive disor- 
der; that is, pure serotonergic agents may be less effec- 
tive treatments than drugs which also have some 
effects on other transmitter systems (e.g., norepineph- 
rine). 

With only one effect size per medication it is not 
possible to construct confidence intervals to perform a 
statistical meta-analysis (60). However, given our four 
studies, with 24 possible permutations, the likelihood 
of this order occurring by chance is less than 0.05. 
Consistent with our findings, another:center in the clo- 
mipramine trial (45) found an effect size of 1.84. Al- 
though suggestive, interpretation of these effect sizes is 
limited for a number of reasons: studies were drawn 
from different samples, the fluoxetine trial was open, 
and a single effect size can be influenced by size of a 
group’s standard deviation and baseline level of symp- 
toms of obsessive-compulsive disorder. 

In summary, according to our meta-analysis of four 
studies performed by the same investigators of the se- 
rotonergic agents fluvoxamine, sertraline, fluoxetine, 
and clomipramine in obsessive-compulsive patients, it 
appears that among agents with selective and potent 
effects on serotonin reuptake, greater effect size is as- 
sociated with less serotonergic selectivity. These data 
do not support a hypothesis that the’ ‘serotonergic sys- 
tem is the only neurotransmitter system involved in the 
pathophysiology of obsessive-compulsive disorder; the 
role of other neurotransmitter systems in this disorder 
needs to be further explored. 
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Alexithymic Features in Relation to the Dexamethasone 
Suppression Test in a Finnish Population Sample 


Tomi Lindholm, M.D., Ville Lehtinen, M.D., Ph.D., 
Markku T. Hyyppä, M.D., Ph.D., and Pauli Puukka, M.Pol. 


Hypothesizing that a positive DST result could re- 
flect an aberrant stress reaction in subjects with alex- 
ithymic features, the authors investigated the relation- 
ship between alexithymic features and DST results in 
266 subjects from a Finnish adult population sample. 
Alexithymic features were assessed with the Beth Israel 
Questionnaire. The authors found a statistically sig- 
nificant association between observed alexithymic fea- 
tures and a positive DST result. This: association could 
be seen after adjustment separately for age, social rank, 
marital status, and the occurrence of depression. 

(Am J Psychiatry 1990; 147:1216-1219) 


lexithymia is a concept based on clinical obser- 
vation of psychosomatic patients; the word was 
coined by Sifneos in 1972 (1). It means limited ability 
to express emotions verbally and, more generally, im- 
poverished fantasy life and lack of imagination. Ob- 
servations of the same phenomena were published be- 
fore Sifneo’s work, e.g., by Ruesch in 1948 (2). 
Although alexithymia has been used widely as a clin- 
ical concept, there has been abundant discussion of its 
theoretical basis and definition. The measurement of 
alexithymia has commonly been considered as proble- 
matic, e.g., by Lesser (3). Various theories about the 
origin of alexithymia have been proposed and range 
from neurophysiological (4) and genetic (5, 6) to de- 
velopmental (7) and psychodynamic (8). The central 
question is, Is alexithymia a constant (trait) or a vary- 
ing, situation-dependent phenomenon (state} or both? 
Each alternative has been supported (9, 10). Recently 
opinions favoring a broad etiology for alexithymia 
seem to have gained support, as has the view of alex- 
ithymia as a spectrum disorder rather than an all-or- 
none phenomenon. At the same time, the exact defini- 
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tion of the alexithymia concept has become even more 
difficult (11). 

Studies on alexithymia have almost entirely involved 
various patient samples. To our knowledge, nothing 
has been published concerning the prevalence of alex- 
ithymia or its possible correlates in any unselected 
population sample (12). 

The dexamethasone suppression test (DST) has been 
extensively studied as a method of diagnosis and treat- 
ment follow-up in depression. According to the data 
gathered in recent studies, the clinical usefulness of the 
DST for these purposes is poor (13—15). Recently it 
has been proposed that a given biological abnormality 
(such as the nonsuppression of cortisol in the DST) is 
probably related to a specific disturbance of behavior 
rather than, for example, depression as such (16). A 
positive DST result (nonsuppression of cortisol) could 
then reflect an exceptional stress reaction. 

Alexithymia and stress have also been connected on 
a theoretical basis (17), and the theory has been sup- 
ported by some empirical studies (18, 19). According 
to these, alexithymic features are related to sympa- 
thetic overreactivity. 

The purpose of this study was to find out possible 
associations between alexithymic features and nonsup- 
pression of cortisol in the DST in a population sample. 
We hypothesized that a positive DST result reflects an 
aberrant stress reaction in people who have difficulties 
in expressing emotional stress verbally, i.e., people 
with alexithymic features. 


METHOD 


The sample for this study was obtained from per- 
sons participating in the 16-year follow-up of a Finnish 
psychiatric epidemiological study of the general popu- 
lation (20). The initial sample consisted of 500 persons 
aged 15 to 64 years, and it was stratified so that each 
10-year age group was represented by the same num- 
ber of subjects. At the beginning of the follow-up, 430 
of these persons were still alive, and 266 participated 
in the present study, so the response rate was 62%. 
The group consisted of 138 women and 128 men aged 
31 to 81 (mean+SD age=52.9+12.6 years), 

The whole examination set, including the DST, was 
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performed for 261 persons (135 women and 126 
men); for five persons the DST was not performed, but 
they were assessed in relation to alexithymic features. 
The subjects were fully informed about the nature of 
the study procedure, which had been approved by the 
Ethical Committee of the Rehabilitation Research 
Center, and consent was obtained from each subject 
before the study. 

The assessment of alexithymic features was made by 
researchers blind to the DST result. It was based on the 
Beth Israel Questionnaire (1), which yields a score of 0 
to 8 points. The subjects’ scores were divided into 
three categories: 0-2=no alexithymia, 3—5 = mild alex- 
ithymic features, 6-8=alexithymia proper. For some 
analyses the categories of mild alexithymic features 
and alexithymia proper were combined. 

The DST was performed as follows: on day 1, 1 mg 
of dexamethasone was given orally at 11:00 p.m. On 
day 2, blood samples for determination of serum cor- 
tisol levels were obtained at 3:30 p.m. Serum cortisol 
concentrations were assayed in duplicate by means of 
radioimmunoassay with a commercial radioimmuno- 
assay kit (Cortisol-’~°1, Farmos Diagnostica, Finland). 
For serum cortisol levels, the interassay coefficients’ of 
variation for high and low serum pools in 16 consec- 
utive runs were 7.8% and 8.6%, respectively. The in- 
tra-assay coefficients of variation for high and low val- 
ues were 9.0% and 7.0%, respectively. Subjects with 
serum cortisol concentrations of 140 nmol/liter or 
more were categorized as nonsuppressors. 

To determine the social rank of each subject, the 
nine-step scale of Rauhala (21) was used. It is based on 
the social valuation of occupations (1=highest, 
9=lowest). 

The occurrence of depression was determined with 
the CATEGO computer program for the full version of 
the Present State Examination (PSE) (22), which was a 
part of the psychiatric interview used in the study. 

The frequency tables were analyzed by means of 
the chi-square test or Fisher’s exact test. Because of 
some skewed distributions, Spearman’s correlation co- 
efficient was used instead of the Pearson correlation. 
Adjusted relative risks were based on the logistic re- 
gression model with one confounding factor. The sta- 
tistical significance is expressed in exact p values ex- 
cept in the case of very small p levels. 


RESULTS 


Of the 266 total subjects, 11 (4.1%) had alexithy- 
mia proper (Beth Israel Questionnaire score=6~—8) and 
58 (21.8%) had mild alexithymic features (score=3— 
5). The prevalence of alexithymia proper was 1.4% in 
women and 7.0% in men, and the prevalence of mild 
alexithymic features was 18.8% in women and 25.0% 
in men. A positive DST result (nonsuppression) was 
found in 37 subjects altogether (14.2%), 18 women 
(13.3%) and 19 men (15.1%). 


The percentage of positive DST results increases . 
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TABLE 1. Relation of DST Results to Beth Israel Questionnaire 
Alexithymia Scores in a Finnish Population Sample 


Postdexamethasone 
Cortisol Level 
= 140 <140 

Rane nmolliter _nmol/lter 
Category N N % N %o 
No alexithymia 

(score=0—2) 195 20 10.3 175 89.7 
Mild alexithymic 

features 

(score=3—S) 55 11 20.0 44 80.0 
Alexithymia 

proper l 

(score=6—8) 11 6 54.5 5 45.5 


Total 261 37 14.2 224 85.8 


clearly with increasing alexithymic features (table 1). 
When the group of subjects with alexithymia proper 
was compared to the rest of the sample, the difference 
in positive DST results was statistically significant 
(p=0.001, Fisher’s exact test, two-tailed). The propor- 
tion of positive DST results in the subjects with either 
mild alexithymic features or alexithymia proper was 
25.8%. The difference in positive DST results between 
this group and the group without alexithymia was also 
statistically significant (p=0.004, Fisher’s exact test, 
two-tailed). 

The relationship between alexithymia scores and 
postdexamethasone serum cortisol levels was also ex- 
amined by means of correlation: the Spearman’s cor- 
relation coefficient was 0.17 (df=259, p=0.005). 

Positive DST results did not correlate with the oc- 
currence of clinical depression. According to the PSE- 
CATEGO, 17 of the subjects had a depressive disorder 
(neurotic depression, N=13; retarded depression, 
N=4). Of these 17, only one subject (5.9%), with neu- 
rotic depression, had a positive DST result. 

Because the correlation between the alexithymia 
scores and DST results was possibly due to variables 
correlating with both the alexithymia scores and DST 
results, it was necessary to examine this result more 
closely. Both the alexithymia scores and DST results 
were examined separately in relation to certain soci- 
odemographic variables. These are presented in table 
2. For the alexithymia scores, age was the most signifi- 
cant factor; there was a clear increase of alexithymia 
and alexithymic features with increasing age (x7= 
24.51, df=3, p<0.001). The prevalence of alexithymia 
or alexithymic features was higher in men than in 
women (x*=4.77, df=1, p=0.03), higher for the lower 
social ranks (y*=6.10, df=2, p=0.05), and higher in 
single subjects than in those living in marital or mari- 
tal-like relationships (x?=5.32, df=1, p=0.02). 

Table 2 also shows the distribution of DST results 
by the same sociodemographic categories. The DST 
results were not significantly associated with sex (x7= 
0.16, df=1, p=0.69) or age (x*=4.70, df=3, p=0.20), 
although the prevalence of positive DST results in- 


1917 
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TABLE 2. Relation of Beth Israel Questionnaire Alexithymia Scores and DST Results to Sex, Age, Social Rank, and Marital Status in a 
Finnish Population Sample 





Beth Israel Questionnaire Category 
Mild Alexithy- 





mic Features DST Result 
or Alexithymia Cortisol Level 
No Alexithymia Proper 2140 nmol/ Cortisol Level 
(score=0—~2) (score=3-—8) liter <140 nmol/liter 

Variable N N % N % N N % N % 
Sex 

Female 138 110 79.7 28 20.3 135 18 13.3 117 86.7 

Male 128 87 68.0 4} 32.0 126 19 15.1 107 84.9 
Age (years) 

31-40 55 52 94.5 3 Sa 54 5 9.3 49 90.7 

41-50 66 54 81.8 12 18.2 64 6 9.4 58 90.6 

51-64 92 60 65.2 32 34.8 91 18 19.8 73 80.2 

265 53 31 $8.5 22 41.5 52 8 15.4 44 84.6 
Social rank* 

1-3 18 17 94.4 1 5.6 18 0 0.0 18 100.0 

4-6 159 120 75.5 39 24.5 156 17 10.9 139 89.1 

7-9 89 60 67.4 29 2.6 87 20 23.0 67 770 
Marital status 

Single 72 46 63.9 26 6.1 70 15 21.4 55 78.6 

Dyadic 194 151 77.8 43 222 191 22 11.5 169 88.5 
Total 266 197 74.1 69 25.9 261 37 14.2 224 85.8 





“According to scale of Rauhala (21); 1=highest rank, 9=lowest. 


TABLE 3. Adjusted Relative Risks of Alexithymia or Alexithymic 
Features in Subjects With Positive DSTs in a Finnish Population 
Sample* 


Adjusted 
Relative 
Confounding Variable Risk x? df p 
Age 1.73 5.73 1 0.02 
Social rank 1.95 6.73 1 0.009 
Marital status 
(single versus dyadic) 2.17 7.52 I 0.006 
Depression 
(PSE-CATEGO} 2.21 8.75 ] 0.003 


“Logistic regression model. 


creased somewhat with increasing age. There were 
more positive DST results in subjects with lower social 
ranks than in those with higher ranks (y*=9.91, df=2, 
p=0.007) and more among single subjects than among 
those living in dyadic relationships (y*=4.14, df=1, 
p=0.04). 

According to table 2, both alexithymia scores and 
DST results were associated with social rank and mar- 
ital status; in addition, alexithymia scores were asso- 
ciated with age. We wanted therefore to examine the 
association between alexithymia scores and DST re- 
sults while regarding the other factors as confounding 
variables. In addition to age, social rank, and marital 
status, we included depression, as determined with the 
PSE-CATEGO. The unadjusted relative risk of Beth 
israel Questionnaire scores of 3—8 in the DST-positive 
category was 2.10. The results of adjusting for the 
confounding variables are presented in table 3. All the 
adjusted relative risks in table 3 are significant, which 
means that the association between alexithymic fea- 
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tures and DST results was not confounded by these 
factors. There were no significant interactions among 
these variables (p>0.10 for each variable). 


DISCUSSION 


The results of our study show a slight, but statisti- 
cally significant association between observed alex- 
ithymic features and a positive DST result in a popu- 
lation sample. To our knowledge, observations on this 
kind of association have not been published earlier. 
This association could also be seen after adjustment 
separately for age, social rank, marital status, and the 
diagnosis of depression. 

Although the number of subjects with alexithymia 
proper in our sample was small, the observed associ- 
ation was supported by the prevalence of positive DST 
results in the group with mild alexithymic features, 
which was twice as high as in the subjects with no 
alexithymia. 

The prevalence of alexithymia proper (4.1%) in our 
study was of the same magnitude as that reported ear- 
lier in nonclinical student populations (23, 24). 

The prevalence of positive DST results (14.2%) was 
somewhat higher than that reported for healthy sub- 
jects (7.4%) in a review of 53 studies (25). In our 
study, the DST was not correlated with the diagnosis 
of depression. This result is probably influenced by the 
fact that the majority of depressions in this sample 
were at the neurotic level. 

The measurement of alexithymic features is proble- 
matic. We used the Beth Israel Questionnaire, which 
has probably been used most frequently for measuring 
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alexithymia (12). Its validity has been criticized (26) 
but remains acceptable (27-29). 

Alexithymia and alexithymic features seem to be as- 
sociated with lower social rank. A substantial number 
of the subjects in the lower classes who had alex- 
ithymia or alexithymic features showed nonsuppres- 
sion of cortisol in the DST, which might be a psycho- 
physiological consequence of psychosocial stress. 

Our results support but do not prove the hypothesis 
that a positive DST can reflect an aberrant stress reac- 
tion in subjects with alexithymic features. The rela- 
tively high prevalence of positive DST results in sub- 
jects with alexithymic features may indicate that 
nonsuppression of cortisol in the DST reflects an ab- 
errant means of handling psychosocial stress or a re- 
action to a stressful situation. Alexithymic features 
may be connected with the same phenomenon, i.e., 
psychic stress that has no channels or only poorly de- 
veloped channels for proper emotional discharge. 
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Commentary 





The Coming Crisis in Funding Child Psychiatry Training 


Robert S. McKelvey, M.D. 


Rapid changes in health care financing and delivery 
systems will adversely affect child psychiatry training. 
Reductions in teaching hospitals’ patient revenues and 
in federal support for graduate medical education have 
made the development of strong academic and research 
programs more difficult. Training programs must search 
for innovative ways to fund clinical training if they are 
to survive and grow. The authors review major sources 
for funding, such as state governments, future employ- 
ers of trainees, endowments, faculty practice plans, 
and residents paying for training, and discuss oppor- 
tunities for increasing their contributions. 

(Am J Psychiatry 1990; 147:1220-1224) 


C onsiderable attention has been focused on the na- 
tionwide shortage of child psychiatrists and on 
child psychiatry training programs’ inability to attract 
and educate sufficient numbers of quality residents (1, 
2, and address by P. Fink to the National Recruitment 
Conference in Child Psychiatry, San Diego, 1989). A 
variety of solutions have been proposed. These focus 
on increasing child psychiatry’s academic attractive- 
ness by promoting greater research productivity and 
closer ties to academic medical centers and on enlarg- 
ing child psychiatry’s role in the education of medical 
students and psychiatry residents (1, and address by P. 
Fink). 

As academic child psychiatry searches for ways to 
become more academic, the health care system is ex- 
periencing rapid and dramatic changes in the structure 
of its remuneration and delivery. Ginzberg (3) sees 
“the destabilization of health care” as resulting from 
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three major changes: the loss of physician dommance 
in medical decision making, hospital chains’ erosion of 
the community hospital’s traditional role, and the 
evaporation of cross-subsidization as a means of fund- 
ing care for the poor. The growing preoccupation with 
the runaway costs of health care has fueled the desta- 
bilization process. Health maintenance organizations 
(HMOs), preferred provider organizations (PPOs), di- 
agnosis-related groups (DRGs), preadmission certifica- 
tion, and patient copayment are some of the devices 
used by payers, both private and public, to reduce “un- 
necessary” medical expenses. Although medical edu- 
cation represents only 2% of the total health care bud- 
get, it too must stand the increasing scrutiny of cost- 
conscious policy makers, industry leaders, insurance 
executives, and hospital managers (4). This is exempli- 
fied by proposed reductions in Medicare’s payments 
for both the direct and indirect costs of medical edu- 
cation (5). Federal support for psychiatric training 
through the National Institute of Mental Health 
(NIMH) has also diminished strikingly. In 1969 $100 
million was allocated for mental health training; by 
1987 this had fallen to $20 million (6). The Adminis- 
tration’s current budget calls for only $7.5 million to 
be allocated to the NIMH clinical training program 
(testimony of J. Egan before the Senate Appropriations 
Subcommittee on Labor, Health, and Human Services, 
May 11, 1989). 


IMPACT OF CHANGE 


Dramatic changes in health care financing and de- 
livery systems, along with diminished federal support 
for clinical training, threaten academic child psychia- 
try’s attempts to increase faculty commitment to re- 
search and education and reduce the likelihood that 
the field will be able to attract more and better resi- 
dents into its training programs. As an illustration of 
the complex effects of these changes on child psychia- 
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TABLE*+1. Sources of Funding for the Baylor Child Psychlatry 
Training Program, 1978-1989 


Percentage 
1978— 1980— 1982- 1984— 1986— 1988- 


Funding Source 1979 1981 1983 1985 1987 1989 
For faculty 
Baylor funds 38 33. 35S 33 32 33 
Baylor fee income 6 7 8 z 7 7 
Texas Children’s 
Hospital 36 54 57 60 61 33 


Federal (NIMH) 20 6 — — — — 
Cullen Bayou Place 
(social welfare 
agency) — — — — — 27 
For trainees 
Texas Children’s 
Hospital 90 100 100 90 82 15 
County (Mental 
Health-Mental 
Retardation 
Authority) 
For-profit hospital — — — 1 12 6 
Cullen Bayou Place 
Patient revenues _ — — — a 50 
Endowment — _ — — 6 29 


try training, in this article I review the past decade’s 
experience of the Division of Child Psychiatry at Bay- 
lor College of Medicine. While it is not entirely repre- 
sentative of child psychiatry training programs nation- 
wide in its increasingly heavy reliance on patient 
revenues for support, our program’s situation does 
highlight the effects of changes in health care financing 
and delivery systems on clinical education. 

Table 1 shows the percentage of funds derived from 
various sources over the past 11 years to support our 
faculty and resident stipends. Several trends and devel- 
opments are worth noting. In 1978 20% of faculty 
salaries came from federal (NIMH) support. By 1982 
this support had been eliminated and had to be ab- 
sorbed by our sole teaching affiliate at that time, Texas 
Children’s Hospital, a nonprofit, tertiary-care pediat- 


ric teaching hospital. Similarly, county support for — 


training was withdrawn at the end of 1979, and this 
loss was also absorbed by Texas Children’s Hospital. 
Funding these additional training costs did not seem a 
great burden, for the hospital’s profit margin was fairly 
large. However, several factors during the mid-1980s 
contributed to substantial erosions of this profit mar- 
gin and a decision by the hospital’s administration to 
reduce its support for child psychiatry training. These 
factors may be briefly summarized as follows: Hous- 
ton’s worsening economic condition, a rapid increase 
in proprietary hospital competition spurred by Texas’s 
removal of the requirement for hospital certificates of 
need in 1985, and an increasing proportion of poorly 
remunerative Medicaid patients in the hospital’s case- 
load as better-paying patients were siphoned off either 
by proprietary hospitals or by an expanding number of 
managed care plans. In 1986 the administration of 
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Texas Children’s Hospital decided to close the hospi- 
tal’s child psychiatry outpatient clinic, which along 
with the consultation-liaison service was the major site 
for child psychiatry training in the Baylor system. Rea- 
sons for closing the outpatient clinic were its substan- 
tial (approximately $400,000 per year) deficit and a 
perception that child psychiatrists in the outpatient 
clinic, as opposed to those on the consultation-liaison 
service, were not responsive to the needs of the hospi- 
tal’s medical staff. 

A search was begun for a suitable relocation site for 
the outpatient clinic. In 1987 an affiliation agreement 
was signed between Texas Children’s Hospital, Baylor 
College of Medicine, and Cullen Bayou Place, the men- 
tal health division of a large, nonprofit multiservice 
social welfare agency. In addition to relocating the out- 
patient clinic to Cullen Bayou Place, the agreement 
also stipulated the opening of two inpatient teaching 
units there. It was hoped that profits from these units 
would help offset the outpatient clinic deficit, as well as 
satisfy residency review committee requirements for 
inpatient training in child psychiatry. 

Currently, the child psychiatry division consists of 
11 full-time faculty members (of whom six are child 
psychiatrists) and eight child psychiatry residents, 
along with psychology and social work interns. As can 
be seen in table 1, funding for faculty salaries is derived 
from patient revenues (67%), and the medical school 
(33%). Residents’ salaries are derived from patient 
revenues (71%) and Cullen Bayou Place training en- 
dowment income (29%). The program’s heavy depen- 
dence on patient revenues is typical of residency train- 
ing programs nationwide (7), although somewhat less 
typical of child psychiatry programs, which rely more 
heavily on medical and state government support (1) 
than ours does. 

Our teaching facilities’ ability to generate the patient 
revenues on which our program so heavily depends 
continues to be strongly influenced by two factors al- 
ready noted, namely, the removal in Texas of the cer- 
tificate of need requirement for new hospital construc- 
tion and the ever-increasing role of managed health 
care. In addition, with the opening of our free-standing 
psychiatric hospital units, a third factor—the rapid re- 
duction of insurance benefits for inpatient psychiatric 
care—has played a major role. 

Texas’s elimination in 1985 of the certificate of need 
requirement opened the floodgates to the proprietary 
hospital chains, which rapidly saturated the Houston 
market. Between 1978 and 1987, private psychiatric 
hospital beds of all types increased from 765 to 1,990 
(160%). During the same period, beds for children and 
adolescents increased from 112 to 600 (436%) (8). 
The vast majority of these beds were in the for-profit 
sector, making proprietary hospitals the major provid- 
ers of child and adolescent psychiatric hospital care. 

Managed health care—HMOs, PPOs, and self-in- 
sured plans—while not as significant in Houston as in 
other parts of the country, has begun to play a major 
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role in psychiatric care. With many half-empty psychi- 
atric hospitals bidding aggressively, contracts with 
managed health care programs haye become quite 
competitive. The result of this competition is lower 
prices for the same services. For example, on our in- 
patient unit at Cullen Bayou Place, revenue for care of 
an HMO patient is only 67% of that for a traditional 
fee-for-service insured patient, and revenue for a PPO 
patient is only 80%. 

The reduction of inpatient mental health benefits has 
been equally rapid and dramatic. As an example, 
Exxon, the area’s largest single employer, reduced its 
cap on inpatient mental health benefits on July 1, 
1988, from $1 million (lifetime) to 30 days per calen- 
dar year. Policies allowing only brief hospital stays, 
usually 30 days or fewer, now predominate. Along 
with excess bed capacity, reduced lengths of stay con- 
tribute to lower occupancy rates by requiring more 
admissions to keep the same number of beds filled. 

The result of these three recent and powerful 
changes in Houston’s health care environment—in- 
creased competition from proprietary hospitals, the in- 
crease in managed health care, and reduced inpatient 
benefits—has been a steady erosion in our teaching 
facilities’ ability to generate the profits that pay for 
child psychiatry training. As noted in the Common- 
wealth Fund’s report on academic health centers, 
“competition on the basis of price and reorganization 
of medical services to lower costs are beginning to 
erode the capabilities of academic health centers to 
fulfill their missions of education, research, and patient 
care” (4). This is particularly true for specialties, such 
as child psychiatry, that are not oriented toward pro- 
cedures (9, 10). 


POSSIBLE SOLUTIONS 


When we consider ways in which child psychiatry 
training can expand while revenues in its teaching fa- 
cilities are falling, it is clear that there is no simple 
solution. Future funding for child psychiatry training 
will probably have to come from an extremely creative 
blending of a variety of sources. Even then, it appears 
unlikely that sufficient new funding can be found to 
allow child psychiatry training to continue at its 
present level. 

A review of possible ways to increase funding would 
include the following sources. 

1. Federal and state governments. The severe short- 
age of child psychiatrists nationally would lead one to 
expect an increase in federal government support for 
training. As has been shown, however, the opposite 
has happened, despite the strenuous efforts of groups 
such as the American Academy of Child and Adoles- 
cent Psychiatry. The “difficult times ahead for gradu- 
ate medical education” under the Reagan administra- 
tion, predicted in 1985 by Iglehart (11), are not likely 
to be reversed by President Bush’s administration. 


1292 


State governments may prove more helpful. They al- 
ready represent the second largest source of support 
for child psychiatry training (address by P. Fink, 1989). 
Support from the states may increase as they work to 
improve recruitment for state mental health faczilities 
(9). This has, in fact, been true in our area, waere a 
new state hospital staffed by the University of Texas 
Health Science Center at Houston has allowed its child 
psychiatry training program to increase faculty and 
resident positions. 

2. Future employers. HMOs, hospital corporations, 
and private practice groups have long been bereficia- 
ries of child psychiatry training without having zo pay 
for it. Is it reasonable to expect them to help w-th the 
expenses of training? Focused as they are on reducing 
health care costs, HMOs and other managed care pro- 
viders are unlikely to undertake the added ccsts of 
training (12). They might, however, consider funding a 
particular resident in return for his or her comm:tment 
to practice with them for a certain period of time (12). 
The same may be true for hospital corporations, whose 
growth can be limited by the supply of psychiatrists 
and their willingness to use inpatient care (13). Local 
private practice groups may also show an intezest in 
this approach as new graduates become harder to find. 
In addition, some proprietary chains have considered 
affiliation with academic health centers (14, 15). Al- 
though the issues in mixing profit and education are 
complex (15, 16), there is at least one report of a suc- 
cessful collaboration between a child psychiatry train- 
ing program and a proprietary chain (17). Of course, 
the for-profit institutions are also beginning to experi- 
ence the limits of growth (3) and may not wish to 
commit diminishing profits to training unless this can 
be shown to increase revenues. In Houston one pro- 
prietary hospital, beset by financial difficulties, has 
withdrawn much of its support for residency training. 

3. Charity. The partnership between medical edu- 
cation and hospital charity care has a long history in 
this country, but in the era when private insurance 
payments to hospitals increased, nonprofit institutions 
began to drift away from their charitable roots 13). As 
patient revenues fall, cross-subsidizing medical educa- 
tion will become more difficult, and nonprofit institu- 
tions that support training may increasingly rely on 
income from endowment and contributions to pay fac- 
ulty and resident salaries. Our program has hac some 
success in locating endowment funding, which now 
pays for slightly more than two resident positions. Per- 
haps it is time for psychiatry departments to hire di- 
rectors of development. 

4. Faculty practice plans. Many psychiatry training 
programs have faculty practice plans that help defray 
educational costs. Perkoff (18), writing of. graduate 
medical education in general, suggested that these 
plans may be a good place in which to look “or in- 
creased support of medical training. However, as Par- 
des and Pincus (9) pointed out, the situation may be 
different for psychiatry because it is not procedure- 
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based and thus has less revenue-generating capability. 
Given the current marked salary differentials between 
academic child psychiatry and the for-profit sector, it is 
likely that an increased “tax” on faculty practices 
would simply exacerbate our current problems with 
faculty recruitment and retention. Also, given the time- 
and labor-intensive character of psychiatric practice, it 
is unlikely that one could demand from faculty mem- 
bers both greater patient revenues and greater research 
productivity. 

5, Residents paying for training. In a recent essay 
On outpatient medical education, Federman (19) 
quoted from T.F. Harrington’s 1905 history of Har- 
vard Medical School: “‘As the College has not sufficient 
funds to maintain Professors ...it would be expedi- 
ent... to elect into those Professorships some gentle- 
men of public spirit and distinguished ability who 
would undertake the business . . . for the fees that may 
be obtained from those who would readily attend their 
lectures.” Is it reasonable to expect child psychiatry 
residents to pay the cost of their own training? As 
teaching facilities become more hard pressed, they may 
demand, along with lower residency stipends, that res- 
idents pay their way. This could be accomplished ei- 
ther through careful cost accounting for residents’ 
services or by payments from residents to their training 
programs. In the former case, an institution might re- 
quire that a resident deliver sufficient care to offset the 
cost of his or her support; this might involve working 
additional hours as care shifts increasingly from hos- 
pitals, where physician fees are more fully recoverable, 
to outpatient care, where collections are less reliable 
(9). In the latter case, child psychiatry residents, who 
are usually eligible for full medical licensure and often 
have completed psychiatry training, would pay for 
their education, as is now done by psychoanalytic can- 
didates. The question here, similar to the question of 
more heavily “taxing” faculty, is whether this would 
further impede recruitment. In certain parts of the 
country, such as ours, where child psychiatrists’ sala- 
ries exceed those of general psychiatrists, this may be a 
viable option. However, where no competitive advan- 
tage is gained by extra training, it is hard to imagine 
why many would choose to undertake it. 


CONCLUSIONS 


None of the approaches I have outlined offers, either 
in itself or in combination with others, a complete so- 
lution to the problem of funding child psychiatry train- 
ing in a time of decreasing patient revenues and federal 
government support. Aside from a reversal in the fed- 
eral government’s recent policies toward clinical train- 
ing, which seems unlikely, the best prospects for gen- 
erating new support appear to be in collaborations 
with state-supported and for-profit institutions, along 
with efforts to find charitable foundations interested in 
funding training in a specialty that has a severe short- 
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age of trainees. In addition, training programs will un- 
doubtedly find themselves under increasing pressure 
from their teaching facilities to reduce the size of their 
programs, lower stipends, and require more hours of 
reimbursable direct service. These constraints will ad- 
versely affect recruitment into the field and reduce the 
number of training slots available. 

Ultimately, significant quantitative and qualitative 
expansion of child psychiatry training programs is im- 
possible without increased federal support. National 
organizations in both psychiatry and child psychiatry 
have tried for a number of years to make federal policy 
makers aware that child psychiatrists are in short sup- 
ply (2, anc. testimony of J. Egan, 1989). Judging from 
the steady reduction in federal support for clinical 
training, tnese efforts have encountered limited suc- 
cess. It is likely that federal legislators, perceiving a 
doctor “‘glut”’ and large oversupplies in many special- 
ties, have cifficulty separating the problems of one very 
small specialty from those of the rest of medicine. How 
can we better highlight our message to them? One pos- 
sibility is to link child psychiatry training to other, 
more powerful issues relating to child care, which are 
receiving considerable attention. We must find allies 
inside and, particularly, outside of medicine who can 
support the funding of child psychiatry training as a 
national priority, along with other efforts to improve 
the future of our nation’s children. In any case, unless 
the federal government’s approach to clinical training 
in child psychiatry is significantly altered, it is likely 
that the coming years will find child psychiatrists in 
still shorter supply. 
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CSF 5-HIAA and HVA Concentrations in Elderly 
Depressed Patients Who Attempted Suicide 


J. Sidney Jones, M.D., Barbara Stanley, Ph.D., J. John Mann, M.D., 
Allen J. Frances, M.D., Jeannine R. Guido, M.A., Lil Traskman-Bendz, M.D., 
Ronald Winchel, M.D., Richard P. Brown, M.D., and Michael Stanley, Ph.D. 


CSF findings distinguished 12 elderly depressed 
patients who attempted suicide from nine depressed 
patients who did not and from seven normal control 
subjects. Psychosocial factors and measures of psycho- 
pathology did not differentiate suicidal from nonsui- 
cidal patients. Biochemical factors may be important 
in evaluating suicide risk in the elderly. 

(Am J Psychiatry 1990; 147:1225-1227) 


he suicide rate among the elderly steadily in- 

creased in the United States during the 1980s. Ac- 
cording to the National Center for Health Statistics, in 
1986 the suicide rate among those 65 years old and 
older rose to 21.6 per 100,000, compared with the 
overall national rate of 12.8 per 100,000. The true rate 
may be much higher because suicides in the elderly 
may be masked as accidental overdoses or age-related 
deaths. Therefore, underreporting may be greater in 
the elderly than it is in other groups (1). Furthermore, 
because depression places individuals at higher risk for 
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suicide throughout the life cycle, elderly depressed pa- 
tients are at very high risk of suicide (1). 

The evaluation of the suicidal patient remains a dif- 
ficult task for the clinician responsible for assessing 
this risk (1). The task is made more difficult when 
evaluating older suicidal patients because the elderly 
are less likely to communicate their intention to com- 
mit suicide than are younger adults (2). In addition, 
psychosocial risk factors (e.g., recent losses), which 
may be helpful in determining suicidal risk in younger 
adults, are of limited value in the elderly because they 
are more common (3). Finally, the elderly are more 
likely than younger adults to end their lives when at- 
tempting suicide (4); consequently, there is a pressing 
need for early identification of those elderly patients 
who are at risk for suicide. For these reasons, new 
approaches are needed to aid the clinician in identify- 
ing the suicidal elderly patient. 

A number of studies have reported lower levels of 
CSF 5-hydroxyindoleacetic acid (5-HIAA) in adult de- 
pressed suicidal patients than in diagnostic control 
subjects (5). Asberg et al. (6) were the first research 
group to report a greater prevalence of suicide at- 
tempts in a group of patients with low levels of CSF 
5-HIAA. This relationship was confirmed by Agren 
(7). A well-designed study by Roy-Byrne et al. (8) 
failed to confirm the relationship between low levels of 
CSF 5-HIAA and suicidal behavior, but the prepon- 
derance of studies support the relationship between 
CSF 5-HIAA and suicidal behavior in patients with 
unipolar depression (5). None of these studies have 
had elderly patients as their focus. 

The purpose of this study was to determine whether 
elderly patients who attempt suicide differ from elderly 
patients who do not attempt suicide in biochemical 
measures. of serotonergic function and measures of 
psychopathology. The study was designed to answer 
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the following questions: 1) Do elderly patients who 
have attempted suicide have lower levels of CSF 5- 
HIAA and homovanillic acid (HVA) than diagnosti- 
cally and age-matched patients without a history of 
suicide attempts? 2) Do elderly patients who have at- 
tempted suicide have lower levels of CSF 5-HIAA and 
HVA than normal control subjects matched for age? 3) 
Do measures of psychopathology (e.g., severity of de- 
pression), measures of behavior (e.g., aggression), and 
psychosocial risk factors (e.g., recent loss or change in 
marital status) differentiate elderly suicidal patients 
from elderly nonsuicidal patients? 


METHOD 


We studied 28 individuals; 21 were psychiatric in- 
patients (12 with and nine without a history of suicide 
attempts), and seven were normal control subjects who 
were recruited from the community. These seven sub- 
jects had no history of psychiatric illness or a suicide 
attempt. All subjects underwent the same screening 
procedures and were determined to be in good physical 
health. All of the subjects were 55 years old or older. 
The mean+SD age of the subjects who had attempted 
suicide was 63.2+6.8 years; for the patients who had 
not attempted suicide it was 64.7+7.3; and for the 
control subjects it was 71.3+6.7. The age differences 
among the three groups were not statistically signifi- 
cant (F=3.14, df=2, 25, n.s.). The groups were also 
not significantly different in the proportion of men to 
women (y7=1.01, df=2, n.s.); 13 (46%) of the 28 
subjects were women. Five of the patients who had and 
two of the patients who had not attempted suicide had 
been hospitalized previously. These patients did not 
differ significantly in the mean+SD number of previ- 
ous psychiatric admissions; the patients who had at- 
tempted suicide had been hospitalized 3.6+2.1 times; 
those who had not attempted suicide had been hospi- 
talized 4.5+0.71 times (t=0.57, df=5, n.s.). 

The Schedule for Affective Disorders and Schiz- 
ophrenia (SADS) was used to diagnose the patients. 
The kappa coefficient for interrater reliability on diag- 
noses was high (0.86). Fifteen (71%) of the 21 patients 
in this study were diagnosed as having unipolar de- 
pression; two were diagnosed as having bipolar disor- 
der, two had an anxiety disorder, and two had a per- 
sonality disorder. 

All patients were hospitalized at the time of the 
study, and all had been free of psychoactive drugs or 
any other medications (except for occasional benzodi- 
azepines for sleep) for 14 days before the lumbar punc- 
ture. All participants gave written consent after a full 
explanation of the study. 

Measures of psychopathology (the Brief Psychiatric 
Rating Scale [BPRS] and the Hamilton Rating Scale for 
Depression) were administered by research psycholo- 
gists or psychiatrists within 72 hours after the lumbar 
puncture. We were not able to collect complete psy- 
chopathology ratings for all patients. The intraclass 
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TABLE 1. CSF 5-HIAA and HVA Values of Elderly Depressed Pa- 
tients Who Did or Did Not Attempt Suicide and Normal Control 
Subjects 





CSF 5-HIAA CSF HVA 
(ng/ml)* (ng/ml)? 
Group Mean SD Mean SD 
Patients who attempted suicide 
(N=12) 19.0 6.7 29.9 14.3 
Patients who did not attempt 
suicide (N=9) 25:7 73 49.0 21.0 
Normal control subjects (N=7) 25.7 44 45.5 16.4 


Tkere was a significant difference among the three groups (F=3.75, 
df=2, 25, p<0.05). According to “protected” t tests (10), the dif- 
ferences between patients who did attempt suicide and those who 
did not {t=2.38, df=25, p<0.02) and between patients who at- 
tempted suicide and normal control subjects (t=2.20, df=25, 
p<0.05) were significant. 

>There was a significant difference among the three groups (F=3.65, 
df=2, 25, p<0.05). According to “protected” t tests (10), the dif- 
ferences between patients who did atempt suicide and these who 
did not (t=2.52, df=25, p<0.02) and between patients who at- 
tempted suicide and normal control subjects (t=1.91, df=25, 
p<0.05) were significant. 


correlation coefficient of reliability for the BPRS was 
0.80; it was 0.74 for the Hamilton depression scale. 
Subjects also completed behavioral measures (e.g., the 
Buss-Durkee Hostility Inventory) and psychosocial 
measures (the Recent Life Changes Questionnaire). 
Each patient’s medical history, history of aggression, 
and history of suicide attempts were recorded as well. 

CSF was obtained and collected at 9:00 a.m. while 
the patient was in the lateral decubitus position. Sam- 
ples of CSF were assayed by using high-pressure liquid 
chromatography with amperometric detection. Sam- 
ples were diluted in perchloric acid and aliquots in- 
jected directly. The interassay coefficient of variation 
for this procedure averages 4.6% for 5-HIAA and $5% 
for HVA (9). 


RESULTS 


The results of a one-way analysis of variance and 
follow-up “protected” t tests (10) showed that the 
mean concentration of CSF $5-HIAA in the elderly pa- 
tients who had attempted suicide was significantly 
lower than that of the age-matched group of elderly 
patients without a history of suicide attempts (see table 
1). In addition, the mean concentration of CSF 5- 
HIAA of elderly patients who had attempted suicide 
was significantly lower than that of age-matched nor- 
mal control subjects. Consistent with CSF 5-HIAA re- 
sults, the mean concentration of CSF HVA of the el- 
derly patients who had attempted suicide was lower 
than the mean concentration of CSF HVA in the el- 
derly depressed patients without a history of suicide 
attempts and the normal control subjects (see table 1). 

The results of a separate analysis of CSF concentra- 
tions in the subgroup of patients with unipolar cepres- 
sion paralleled the findings for the entire group of de- 
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pressed patients: CSF 5-HIAA levels were lower in 
patients who had attempted suicide (mean+$D=17.5+ 
7.1 ng/ml) than in those who had not (26.4+8.2 ng/ 
ml) (t=2.2, df=13, p<0.05). HVA levels were also 
lower for patients with unipolar disorder who had at- 
tempted suicide (23.8+10.2 ng/ml) than for those who 
had not (46.6+22.8 ng/ml) (t=2.7, df=13, p<0.02). 
CSF 5-HIAA and HVA concentrations in the total 
study were highly correlated (r=0.81, df=27, p< 
0.001). 

These preliminary data did not show significant dif- 
ferences between elderly patients who did attempt sui- 
cide and those who did not with regard to measures of 
history of aggression (t<1, df=12, n.s.) and impulsive 
behavior (Buss-Durkee Hostility Inventory: t<1, df= 
12, n.s.), and measures of psychopathology (BPRS: t< 
1, df=11, n.s.; Hamilton depression scale: t<1, df= 
15, n.s.). "Psychosocial factors (e.g., death of spouse, 
retirement, problems with physical health), as meas- 
ured by the Recent Life Chan anges apne inti did 
not distinguish the patient groups. 


DISCUSSION 


This study evaluated the importance of biochemical 
risk factors and psychological and behavioral risk fac- 
tors in a group of elderly psychiatric patients, the ma- 
jority of whom had a diagnosis of depression. Patients 
who had attempted suicide had significantly lower 
concentrations of both CSF 5-HIAA and HVA than 
nonsuicidal patients and normal control subjects. 
These findings are consistent with the many studies 
that have reported similar results in the literature on 
younger adults (5~8). However, we did not detect dif- 
ferences between suicidal versus nonsuicidal elderly 
patients on psychosocial, psychological, or behavioral 
measures. This lends support to the idea that psycho- 
logical factors may be less useful in evaluating suicidal 
risk in the elderly. 
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The results of this study underscore the importance 
of considering the role of biochemical factors, partic- 
ularly CSF 5-HIJAA, in suicidal behavior for the el- 
derly. Because of the small sample size and mixed di- 
agnostic groups, this study is preliminary in nature. 
However, the biochemical findings are-consistent with 
those of numerous studies in nonelderly subjects. 
These results suggest the need for a large-scale study of 
biochemical factors in suicidal behavior among the el- 
derly. Ultimately, research in this area may be of clin- 
ical value in the identification of elderly individuals at 
greatest risk for suicide. It may also aid in the devel- 
opment of pharmacological strategies for treatment of 
this population. 
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A Preliminary Investigation of Alexithymia 
in Men With Psychoactive Substance Dependence 


Graeme J. Taylor, M.B., Ch.B., James D.A. Parker, M.A., 
and R. Michael Bagby, Ph.D. 


The prevalence of alexithymia in a group of newly 
abstinent male substance abusers (N=44) was 50%. 
The alexithymic patients had significantly less ego 
strength and repressive defensive behavior and signifi- 
cantly higher levels of somatic complaints and general 
dysphoria. 

(Am J Psychiatry 1990; 147:1228—1230) 


lexithymia refers to a specific disturbance in emo- 

tional processing that is manifested clinically by 
difficulties in identifying and verbalizing feelings and in 
elaborating fantasies and by a tendency to focus on 
and amplify the somatic sensations accompanying 
emotional arousal (1). While these characteristics were 
reported initially among patients with “classical” psy- 
chosomatic diseases and somatization disorders, they 
have also been observed in patients with psychoactive 
substance use disorders (1, 2). It has been hypothesized 
that substance dependent individuals use drugs or al- 
cohol in an attempt to medicate themselves for certain 
unpleasant emotional states, which are experienced as 
unmanageable or overwhelming because of a limited 
cognitive capacity to differentiate and modulate affects 
(3, 4). There has been little attempt, however, to in- 
vestigate empirically the alleged association between 
alexithymia and substance abuse. Rybakowski et al. 
(5) reported alexithymia in 78% of a group of male 
alcoholic inpatients, but the generalizability of this 
finding is questionable because alexithymia was meas- 
ured with the Schalling-Sifneos Personality Scale, 
which has been shown consistently to be neither reli- 
able nor valid (6). More recently, Haviland et al. (7) 
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used the Toronto Alexithymia Scale, an instrument 
with demonstrated reliability and validity (6), and 
found alexithymia in 50.4% of a group of mer who 
were mixed substance abusers. 

The purposes of the present study were to further 
investigate the prevalence of alexithymia among pa- 
tients with substance use disorders and to examine 
the relationships between alexithymia and othe: per- 
sonality and psychopathology variables in this clinical 
population. 


METHOD 


The subjects were 44 men who had been adniitted 
voluntarily to an alcohol and drug abuse inpatient 
treatment program. Seventeen subjects had histories of 
chronic alcohol abuse, five had histories of ckronic 
drug abuse, and 22 abused drugs as well as alcohol. 
The study was preceded by a period of 1 to 7 days of 
abstinence from alcohol and other addictive chemicals. 
The subjects’ mean age was 37.75 years (range=19— 
61}. All subjects met the DSM-III-R criteria fo- psy- 
choactive substance dependence. 

As part of the assessment procedure, all subjects 
completed the Michigan Alcoholism Screening Test, 
the Drug Abuse Screening Test, the Beck Depression 
Inventory, the MMPI, and the Toronto Alexithymia 
Scale. Using the cutoff score of 74 on the Toronto 
Alexithymia Scale, we dichotomized the study pepula- 
tion into alexithymic and nonalexithymic groups. The 
two groups were compared on the various measures by 
two-tailed t tests, with a significance level of p<0.05/ 
18 (Bonferroni correction). The MMPI variables were 
limited to the 10 clinical scales, the MacAndrew Alco- 
holism Scale, the Manifest Anxiety Scale, the Ego 
Strength Scale, and the Repression-Sensitization Scale. 


RESULTS 


The mean+SD score for the whole cohort cn the 
Toronto Alexithymia Scale was 74.21+12.21. “wen- 
ty-two of the 44 subjects scored 74 or higher anc were 
the alexithymic group; the remaining 22 subjects 
scored 73 or lower and were the nonalexithymic 
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TABLE 1. Age and Psychometric Test Scores for Alexithymic and Nonalexithymic Male Patients 


Alexithymic Nonalexithymic 
Patients Patients 
(N=22) (N=22) ; 

Variable Mean SD Mean SD (df=42) 
Age (years) 40.6 99 35.0 2a 1.62 
Michigan Alcoholism Screening Test 18.5 6.7 16.6 6.6 0.93 
Drug Abuse Screening Test 5.5 5.1 92 6.4 2.07 
MacAndrew Alcoholism Scale 31.0 4.3 30.6 4.5 0.27 
Beck Depression Inventory 25.0 7 13.3 6.2 4.77° 
MMPI 

Hypochondriasis 15.6 5.8 9.0 5.5 3.88" 

Depression 31.5 5.6 24.2 6.6 3.99° 

Hysteria 26.6 6.3 23.1 4.9 2.07 

Psychopathic deviate 28.6 4.6 25.2 5.0 ao 

Masculinity/femininity 2r F 3.8 25.6 4.5 F? 

Paranoia 15.9 4.1 12.6 3.5 2.92 

Psychasthenia 29.5 9,7 18.1 8.0 4,20° 

Schizophrenia 31.1 13.2 18.2 10.3 3.61° 

Hypomania 22.1 5.3 21.1 5.1 0.66 

Social introversion 38.4 7.4 27.8 9.6 4.12* 
Ego Strength Scale 34.0 5.9 43.4 V7 4,53" 
Repression-Sensitization Scale? 98.8 22.0 69.6 18.7 4.74" 
Manifest Anxiety Scale 31.2 8.2 17.6 8.1 5.53” 


,P<9.003. 
High scores indicate sensitization and low scores repression. 


group. Table 1 compares the mean ages of the two 
groups and their mean scores for the various measures. 
The two groups were similar in age and did not differ 
in relation to the mean severity of dependence as meas- 
ured by the Michigan Alcoholism Screening Test, the 
Drug Abuse Screening Test, and the MacAndrew Al- 
coholism Scale. The alexithymic patients were sig- 
nificantly more anxious and depressed than the non- 
alexithymic patients and presented more physical 
complaints and general psychological turmoil. The 
nonalexithymic patients showed significantly greater 
ego strength and use of repressive defense mechanisms 
and were significantly less socially introverted than the 
alexithymic patients. 


DISCUSSION 


These results support the clinical impression of a 
high prevalence of alexithymia among individuals with 
substance use disorders. The prevalence of 50% is con- 
siderably lower than the rate that Rybakowski et al. 
(5) obtained using an unvalidated measure of alex- 
ithymia; however, it is virtually identical to the prev- 
alence reported by Haviland et al. (7) and significantly 
higher than rates of 35.1% that we have obtained in a 
group of general psychiatric male outpatients (unpub- 
lished data) and 15.4% in a group of normal male 
adults (8). 

Due to the cross-sectional design of the study, we are 
unable to determine whether alexithymia is an ante- 
cedent of substance abuse or a consequence of the dis- 
order or recent abstinence. However, the findings of 
lower scores on the Ego Strength Scale and higher 
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scores on the Repression-Sensitization Scale for our 
alexithymic patients, as well as their significantly 
higher level of psychological turmoil, support the 
viewpoint held by many clinicians that alexithymia is a 
predisposing risk factor for substance abuse and that 
many addicts use alcohol or drugs adaptively to com- 
pensate for defects in affect defense and in the ego’s 
capacity to regulate and modulate emotions and drives 
(1—4). These psychometric findings are also consistent 
with the theoretical conception that alexithymic char- 
acteristics cannot be attributed to a repressive coping 
style or excessive use of denial. There are important 
theoretical differences between the alexithymia con- 
struct and the personality dimension of repression-sen- 
sitization. However, studies with nonclinical popula- 
tions have shown that both the Toronto Alexithymia 
Scale and the Repression-Sensitization Scale correlate 
negatively with the Ego Strength Scale and that high 
scorers on either scale (i.e., alexithymic or sensitizing 
individuals) typically report significantly greater levels 
of anxiety, depression, and somatic symptoms than 
low scorers (i.e., nonalexithymic or repressing individ- 
uals) (6, 9). Such findings suggest strongly that the 
higher levels of dysphoria and physical symptoms 
found in our alexithymic patients are unlikely to be a 
cause of their alexithymia but rather are a consequence 
of the ego’s inability to modulate distressing affects. 
Indeed, in a separate pilot study of newly abstinent 
alcoholics who were tested both before and after a 3- 
week period of treatment, Haviland et al. (10) found 
no significant change in the mean alexithymia score 
despite a significant drop in the mean depression score 
as the level of psychological distress subsided. Prospec- 
tive longitudinal studies are clearly required to further 
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evaluate the direction of causal relationships among 
alexithymia, substance abuse, and other associated 
psychopathology. 


REFERENCES 


1. Taylor GJ: Alexithymia: concept, measurement, and implica- 
tions for treatment. Am J Psychiatry 1984; 141:725~732 

2. Krystal H, Raskin H: Drug Dependence: Aspects of Ego Func- 
tion. Detroit, Wayne State University Press, 1970 

3. Khantzian EJ: The self-medication hypothesis of addictive dis- 
orders: focus on heroin and cocaine dependence. Am J Psychi- 
atry 1985; 142:1259-1264 

4. Lane RD, Schwartz GE: Levels of emotional awareness: a cog- 
nitive-developmental theory and its application to psychopa- 
thology. Am J Psychiatry 1987; 144:133-143 

5. Rybakowski J, Ziolkowski M, Zasadzka T, et al: High preva- 


1230 


10. 


lence of alexithymia in male patients with alcohol dependence. 
Drug Alcohol Depend 1988; 21:133-136 


. Taylor GJ, Bagby RM: Measurement of alexithymia: recom- 


mendations for clinical practice and future research. Psychiatr 
Clin North Am 1988; 11:351-366 


. Haviland MG, Shaw DG, MacMurray JP, et al: Validation of 


the Toronto Alexithymia Scale with substance abusers. Psycho- 
ther Psychosom 1988; 50:81-87 


. Parker JD, Taylor GJ, Bagby RM: The alexithymia construct: 


relationship with sociodemographic variables and intelligence. 
Compr Psychiatry 1989; 30:434-441 


. Bell PA, Byrne D: Repression-sensitization, in Dimensions of 


Personality. Edited by London H, Exner J. New York, John 
Wiley & Sons, 1978 

Haviland MG, Shaw DG, Cummings MA, et al: Alexithymia: 
subscales and relationship to depression. Psychother Psychosom 
1988; 50:164-170 


Am J Psychiatry 147:9, September 1990 


CLINICAL AND RESEARCH REPORTS 


Prevalence of Neuroleptic-Induced Dystonia 
in Mania and Schizophrenia 


Gary J. Remington, M.D., Ph.D., F.R.C.P.(C), George Voineskos, M.D., F.R.C.P.(C), 
Bruce Pollock, M.D., Ph.D., F.R.C.P.(C), Ken Reed, Ph.D., and Kathryn Coulter, B.A. 


In a prospective study of 41 acutely psychotic pa- 


tients, neuroleptic-induced dystonic reactions occurred 


in 62.5% of the manic patients (10 of 16) and 66.7% 
of the schizophrenic patients (10 of 15), a nonsignifi- 
cant difference. These findings contradict a recent re- 
port suggesting a higher risk for this side effect in 
mania. 

(Am J Psychiatry 1990; 147:1231-1233) 


] n a recent retrospective chart study, Nasrallah et al. 
(1) found the prevalence of acute dystonic reactions 
associated with neuroleptic therapy to be significantly 
higher in manic patients (26.1%) than in schizophrenic 
patients (5.9%). The notion that neuroleptic-induced 
side effects may vary between these diagnostic catego- 
ries is not a new one. Other reports (2—4) have indi- 
cated that tardive dyskinesia is more common in pa- 
tients with affective disorders who are treated with 
neuroleptics than in schizophrenic patients receiving 
neuroleptics. 

In some studies (5) diagnosis was not reported to be 
a risk factor in neuroleptic-induced acute dystonias, 
although other variables, such as sex, age, and neuro- 
leptic potency, have been identified. Nasrallah et al. (1) 
underscored the retrospective nature of their chart re- 
view and the need for a prospective replication. We 
conducted a prospective study of parenteral neurolep- 
tic treatment in acute psychosis and compared the 
prevalence of acute dystonic reactions in manic and 


schizophrenic patients. 


METHOD 


The study was carried out over 3 years on the acute, 
brief-stay unit of a 138-bed postgraduate teaching hos- 
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pital and was designed to evaluate clinical and phar- 
macologic correlates of haloperidol treatment over a 
14-day period. The patient sample consisted of acutely 
psychotic patients between the ages of 18 and 55 who 
were judged by the emergency room psychiatrist to 
require hospitalization and parenteral neuroleptic 
treatment. Patients who had been treated with a depot 
neuroleptic within the last month or who had taken 
oral neuroleptics within 5 days of the assessment were 
excluded. Other exclusion criteria were clinically sig- 
nificant abnormalities in cardiac, renal, or hepatic 
function, evidence of organic brain disease, acute in- 
toxication, use of anticonvulsant medication, a recent 
history of alcohol and/or substance abuse, and preg- 
nancy or suspected pregnancy. Informed consent was 
required for participation in the investigation. 

In accordance with reports outlining the safe and 
efficacious use of neuroleptic therapy in the treatment 
of acute psychosis {6), intramuscular haloperidol, 10 
mg hourly to a maximum of 80 mg, was administered 
during the first 24 hours. The total amount given dur- 
ing this period was determined by the treating psychi- 
atrist and was based on the clinical goal of sedation or 
adequate behavioral control to permit socialization on 
the unit. On day 2, haloperidol was converted to a 
daily oral dose 1.5 times the total day 1 parenteral 
dose, in keeping with the routine clinical practice of 
switching to oral administration as quickly as possible 
and documented pharmacokinetic differences between 
these two routes of administration for haloperidol (6). 
To reduce the dose gradually after the initial pharma- 
cologic intervention, the subjects received 75% of the 
total day 2 haloperidol dose on days 5 and 6 and 50% 
of the total day 2 dose on days 7—14. 

Nursing staff and/or physicians, blind to the specific 
purpose of this investigation, documented any acute 
dystonic reactions that occurred, specifically noting 
their nature, the exact time of onset, treatment, and 
response. Acute dystonic reactions were distinguished 
from tardive dyskinesias by their sudden onset, acute 
discomfort and distress to the patient, and rapid reso- 
lution after the immediate administration of either in- 
tramuscular or intravenous benztropine mesylate. 

Diagnosis was based on DSM-III criteria and re- 
quired the agreement of two physicians, who were also 
blind to the specific purpose of this study. 
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TABLE 1. Characteristics of Manic and Schizophrenic Patients Who Did or Did Not Develop Acute Dystonic Reactions After Intramuscular 


Administration of Haloperidol 


Age Schizophrenic 
Patient (years) Sex Subtype 
Bipolar disorder, 
manic 
Dystonia 
1 31 M —— 
2 29 M ae 
3 23 F mema 
4 37 M — 
5 23 F — 
6 22 M om 
7 23 M — 
8 24 F — 
9 24 F m 
10 24 M — 
No dystonia 
11 30 F — 
12 26 F — 
13 34 M — 
14 41 F — 
15 52 M — 
16 25 F — 
Schizophrenia 
Dystonia 
17 23 M Undifferentiated 
18 32 M Paranoid 
19 31 M Paranoid 
20 34 F Paranoid 
21 26 M Paranoid 
22 27 F Paranoid 
23 31 M Disorganized 
24 30 M Paranoid 
25 20 M Undifferentiated 
26 35 F Paranoid 
No dystonia 
17 36 M Paranoid 
28 21 M Paranoid 
29 36 F Paranoid 
30 31 M Paranoid 
31 31 F Undifferentiated 


To evaluate the factors of diagnosis (mania versus 
schizophrenia) and sex distribution, Fisher’s exact 
probability was calculated. Student’s t tests were used 
to analyze group differences in age, total parenteral 
neuroleptic dose, and time of acute dystonic reactions. 


RESULTS 


A summary of the data is provided in table 1. Of the 
41 subjects who participated, 16 met the DSM-III cri- 
teria for bipolar disorder, manic, and 15 were diag- 
nosed as suffering from schizophrenia. Ten met the 
criteria for other diagnostic categories (brief reactive 
psychosis, N=2; schizophreniform disorder, N=3; de- 
lusional disorder, N=2; schizoaffective disorder, N= 
1; organic affective syndrome, N=1; atypical psycho- 
sis, N=1). Of the 31 patients with diagnoses of mania 
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Total! 
Intramuscular Acute Dystonic Reaction 
Haloperidol 
Dose on Day 1 Hours After 
img) Type Initial Dose 
60 Trismus 25.0 
10 Torticollis 25.5 
50 Tongue protrusion 26.0 
50 Trismus, tongue protrusion, 48.5 
oculogyric crisis 
30 Retrocollis 56.0 
70 Torticollis 28.5 
40 Tongue protrusion 29.0 
40 Torticollis 23.5 
40 Torticollis 27.5 
30 Glossopharyngeal contrac- 21.0 
tions 
20 me =- 
20 — — 
50 — — 
40 — — 
20 — — 
50 — = 
30 Intermittent muscle spasms 27.0 
40 Intermittent muscle spasms 31.0 
20 Tongue protrusion, trismus 25.5 
30 Oculogyric crisis, retrocollis 27.5 
20 Tongue protrusion, trismus 1.0 
10 Intermittent muscle spasms 28.5 
40 Torticollis, trismus 17.5 
20 Torticollis 275 
30 Tongue protrusion 18.0 
20 Trismus 28.5 
SO vom = 
30 — —— 
20 os _ 
20 = — 
60 — — 


or schizophrenia, 20 (64.5%) experienced acute dys- 
tonic reactions. This represented 62.5% of the manic 
patients (10 of 16) and 66.7% of the schizophrenic 
patients (10 of 15), a nonsignificant difference (p= 
1.00, Fisher’s exact test). 

For the nondystonic group (N=11), there was no 
significant difference between manic and schizophrenic 
patients in total amount of parenteral haloperidol re- 
ceived over the first day of treatment (mean=SD= 
33.3+15.1 versus 36.0+18.2 mg; t=0.27, df=9, p> 
0.05). However, among the dystonic patients, the 
manic patients received significantly more parenteral 
haloperidol than the schizophrenic patients during this 
same time period (42.0£16.9 versus 26.0+9.7 mg; 
t=2.60, df=18, p<0.05). Nonsignificant age differ- 
ences were found between the manic and schizo- 
phrenic patients in both the dystonic group (26.0+4.8 
versus 28.9+4.8 years; t=1.34, df=18, p>0.05) and 
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the nondystonic group (34.7+10.3 versus 31.0+6.1 
years; t=0.70, df=9, p>0.05). There were also no sig- 
nificant differences in sex distribution between the 
manic and schizophrenic patients in the dystonic group 
(four women and six men versus three women and 
seven men) and the nondystonic group (four women 
and'two men versus two women and three men) (p= 
1.00 and 0.78, respectively, Fisher’s exact test). Fi- 
nally, the time of acute dystonic reaction was not sig- 
nificantly different between the manic and schizo- 
phrenic patients (29.1+7.9 versus 23.2+9.0 hours 
after initial dose; t=1.55, df=18, p>0.05). 


DISCUSSION 


Our results, established in a prospective study, failed 
to support the findings of Nasrallah et al. (1); almost 
equal proportions of the manic and schizophrenic pa- 
tients developed neuroleptic-induced dystonic reac- 
tions. Several noteworthy features distinguish this in- 
vestigation from the study of Nasrallah et al. (1). All of 
our patients were treated with parenteral haloperidol, 
whereas their patients received a number of neurolep- 
tics. By using this particular high-potency agent, we 
were in a sense maximizing the risk for dystonic reac- 
tions, particularly as none of these patients was pro- 
phylactically given antiparkinsonian medications (7, 

8). As this was a prospective study, we were willing to 
accept patients who met the DSM-III criteria for para- 
noid schizophrenia, a group excluded in the chart re- 
view of Nasrallah et al. (1) because of concerns about 
diagnostic specificity. Indeed, the majority of our 
schizophrenic patients were of the paranoid subtype. 
While there was no significant difference between the 
neuroleptic doses for the schizophrenic and manic pa- 
tients in Nasrallah et al.’s study, our. manic patients in 
the dystonic group actually received significantly 
higher total haloperidol doses than the schizophrenic 
patients, but they exhibited no higher prevalence of 
acute dystonic reactions. None of our manic patients 
was receiving lithium concomitantly. In contrast, all of 
the manic patients in the report of Nasrallah et al. were 
taking lithium in addition to neuroleptics, leading Nas- 
rallah and associates to speculate on the possible risk 
related to the simultaneous intake of lithium. In the 
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additional variables that we looked at—i.e., gender, 
age, time of acute dystonia—no significant differences 
could be found between the manic and schizophrenic 
patients. 

Nasrallah and associates noted that the similarity 
between acute and tardive dyskinesia symptoms sug- 
gests a similar pathophysiologic mechanism in the ex- 
trapyramidal system. However, our current understand- 
ing of the pathophysiology of neuroleptic-induced 
dystonic reactions and tardive dyskinesia suggests dif- 
ferent underlying mechanisms (9, 10). Therefore, it 
may be a mistake to expect clinical findings related to 
these two distinct types of side effects to parallel each 
other. While there has been evidence of a higher risk 
for tardive dyskinesia in bipolar than in schizophrenic 
patients (2—4), the present study fails to support the 
hypothesis that a similarly higher risk applies to neu- 
roleptic-induced dystonic reactions in patients with the 
diagnosis of bipolar disorder, manic. 


REFERENCES 


1. Nasrallah HA, Churchill CM, Hamdan-Allan GA: Higher fre- 
quency of neuroleptic-induced dystonia in mania than in schizo- 
phrenia. Am J Psychiatry 1988; 145:1455-1456 

2. Hamra BJ, Nasrallah HA, Clancy J, et al: Psychiatric diagnosis 
and risk for tardive dyskinesia. Arch Gen Psychiatry 1983; 40: 
346—347 

3. Yassa R, Ghadirian AM, Schwartz G: Prevalence of tardive 
dyskinesia in affective disorder patients. J Clin Psychiatry 1983; 
44:410-412 

4. Gardos G, Casey DE (eds): Tardive Dyskinesia and Affective 
Disorders. Washington, DC, American Psychiatric Press, 1984 

5. Keepers GA, Casey DE: Prediction of neuroleptic-induced dys- 
tonia. J Clin Psychopharmacol 1987; 7:342-345 

6. Voineskos G: Rapid neuroleptization: a clinical guide, in Use of 
Drugs in Psychiatry: A Handbook. Edited by Persad E, Rakoff 
V. Toronto, Hans Huber, 1987 

7. Winslow RS, Stillner V, Coons DJ, et al: Prevention of acute 
dystonic reactions in patients beginning high-potency neurolep- 
tics. Am J Psychiatry 1986; 143:706-710 

8. Boyer WF, Honeycutt Bakalar N, Lake CR: Anticholinergic 
prophylaxis of acute haloperidol-induced dystonic reactions. J 
Clin Psychopharmacol 1987; 7:164-166 

9. Marsden CD, Jenner P: The pathophysiology of extrapyramidal 
side-effects of neuroleptic drugs. Psychol Med 1980; 10:55-72 

10. Tarsy D: Neuroleptic-induced extrapyramidal reactions: classi- 
fication, description, and diagnosis. Clin Neuropharmacol 
1983; 6(suppl 1):S9-S26 


1233 


CLINICAL AND RESEARCH REPORTS 


Positive and Negative Symptoms and Social Competence 
in Adolescents at Risk for Schizophrenia 
and Affective Disorder 


Robert H. Dworkin, Ph.D., Susan R. Green, Psy.D., 
Nancy E. Small, Ph.D., Matthew L. Warner, Psy.D., 
Barbara A. Cornblatt, Ph.D., and L. Erlenmeyer-Kimling, Ph.D. 


The authors compared adolescents at risk for schizo- 
phrenia and affective disorder and normal adolescents. 
The subjects at risk for schizophrenia had significantly 
poorer social competence, and formal thought disor- 
der was greater in both high-risk groups. There were 
no group differences in negative symptoms. 

(Am J Psychiatry 1990; 147:1234-1236) 


he symptoms of schizophrenia’ are diverse, and 
there have been numerous attempts to organize 
this complexity in a meaningful fashion. One well- 
known attempt was made by Strauss et al. (1), who 
proposed that positive symptoms, negative symptoms, 
and disorders of social relationships’ reflect three sep- 
arate underlying processes in the development of schizo- 
phrenia. The distinction between positive and negative 
symptoms has become increasingly prominent in re- 
search on schizophrenia (2, 3), but the third group of 
symptoms identified by Strauss et al.—disorders of so- 
cial relationships—has received only limited attention 
in these studies. Although poor social functioning has 
been considered a negative symptom (2), the results of 
research on genetic influences (4) and sex differences 
(5) suggest that social functioning and positive and 
negative symptoms reflect relatively’ independent un- 
derlying processes. 
To complement these data, it is important to deter- 
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mine whether these three types of symptoms have dif- 
ferent longitudinal trajectories in the developmental 
course of schizophrenia. Crow (3) suggested that a pre- 
dominantly positive symptom syndrome often devel- 
ops into a predominantly negative symptom syn- 
drome, but the developmental unfolding of pcsitive 
and negative symptoms before the onset of diagaosed 
schizophrenia has received less attention. In this study 
we examined high-risk offspring of parents with schizo- 
phrenia and affective disorder in order to investigate 
positive and negative symptoms and social competence 
before diagnosis of schizophrenia. 


METHOD 


The New York High-Risk Project was begin in 
1971 by Erlenmeyer-Kimling (6). Two independent 
samples are included in the project; the present study 
was based on the first of these, ascertained in 1971- 
1972. From consecutive admissions to psychiatric fa- 
cilities in the New York area, patients with intact mar- 
riages and 7- to 12-year-old children with no erident 
psychiatric disorder or mental retardation were diag- 
nosed according to the Research Diagnostic Cr teria, 
using information from hospital records and the 
Schedule for Affective Disorders and Schizophrenia— 
Lifetime Version. On the basis of comparisons of the 
major variables examined in the project, the offspring 
of parents with diagnoses of schizophrenia and schizo- 
affective, mainly schizophrenic, disorder were com- 
bined, as were the offspring of parents with diagnoses 
of affective disorder and schizoaffective, mainly affec- 
tive, disorder. An adolescent comparison group was 
obtained through the cooperation of two large school 
districts in which the majority of the high-risk subjects 
lived. Children in this group were 7—12 years of age, 
from intact homes, and without histories of psyckiatric 
problems or mental retardation. Families in which ei- 
ther parent had had psychiatric hospitalization or 
treatment or a history of psychiatric problems were 
excluded from this normal comparison group (€). 

The three groups of offspring were assessed at 2- to 
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TABLE 1. Scores of Adolescents at Risk for Schizophrenia and Affective Disorder and of Normal Adolescents on Measures of Social Com- 
petence and Negative and Positive Symptoms 


Score” 
Offspring of 
Parents With Normal 
Affective Comparison 
Disorder Adolescents Analysis 
(N=34) (N=83) F 
Mean? SD Mean? SD (df=2, 150) p? 
1:19; 0.61 1.05, 0.63 7.21 0.001 
0.25 0.42 0.35 - 0.51 1.26 0.29 
0.43 0.72 0.58 1.01 0.44 0.64 
0.09, 0.20 0.02xy 0.07 4.61 0.01 
0.24, 0.55 0.05, 0.21 3.87 0.02 


Offspring of 
Parents With 
Schizophrenia 
(N=36) 
Measure R? Mean‘ SD 
Social competence scale 0.80 LSS 073 
Affective flattening scale 0.80 0.44 0.52 
Poverty of speech rating 0.66 0.61 0.78 
Positive formal thought 
disorder scale 0.73 0.09, 0.20 
Positive formal thought 
disorder global rating 0.57 0.21 0.45 


*Intraclass correlation coefficient for interrater reliability on the mean ratings. 


>For all measures, higher scores reflect greater pathology. 


“Means sharing the same subscript differed significantly at p<0.05 in Tukey-Kramer tests. 
4Conventional significance levels based on one-way analyses of variance. The significance levels based on the multistage Bonferroni procedure 
were as follows: p<0.005 for the social competence scale and p<0.05 for the positive formal thought disorder scale. Differences on the 


remaining measures were not significant. 


3-year intervals with a variety of biobehavioral and 
clinical measures (6). At the third testing round, 30- 
minute semistructured, videotaped interviews were ad- 
ministered by psychiatrists who were blind to the sub- 
jects’ group membership. These interviews were rated 
in separate randomized orders by each of two ran- 
domly chosen raters from a group of three advanced 
clinical psychology graduate students, also blind to the 
subjects’ group membership. They made ratings of 36 
offspring of parents with schizophrenia, 34 offspring 
of parents with affective disorder, and 83 normal com- 
parison offspring. The mean+SD age of the subjects at 
this testing round was 15.01.97 years. 

Social competence was assessed on subscales for ad- 
olescents from the Premorbid Adjustment Scale (7) 
that were modified for this study. On the basis of re- 
search on negative symptoms (3, 8), four items reflect- 
ing affective flattening (unchanging facial expression, 
poor eye contact, affective nonresponsivity, and lack of 
vocal inflections) and the poverty of speech rating were 
selected from the Scale for the Assessment of Negative 
Symptoms (2) to assess these two symptoms, which are 
considered the core of the negative syndrome (3). The 
global rating and the mean score on the positive formal 
thought disorder subscale of the Scale for the Assess- 
ment of Positive Symptoms (N.C. Andreasen, unpub- 
lished 1984 manual) were both used to assess this pos- 
itive symptom. The remaining symptoms from the 
scale for positive symptoms were not rated because 
few of the offspring exhibited them by midadolescence. 


RESULTS 
The interrater reliabilities of the means for the two 


raters, presented in table 1, were generally satisfactory. 
As can be seen from the remainder of the table, after 
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Bonferroni correction there were significant group dif- 
ferences in social competence and in the positive for- 
mal thought disorder scale but not in the two negative 
symptoms nor in the positive thought disorder global 
rating. In Tukey-Kramer tests, the adolescents at risk 
for schizophrenia had significantly poorer social com- 
petence than the adolescents at risk for affective disor- 
der and the normal comparison adolescents; the ado- 
lescents at risk for schizophrenia and affective disorder 
had significantly higher scores on the positive thought 
disorder scale than the normal comparison adolescents 
but did not differ significantly from each other. 
There were no significant group differences in age or 
sex. To examine possible sex differences in the results, 
two-way analyses of variance were conducted for each 
of the five measures. No significant interactions of 
Group by Sex were found. IQ and parental social class 
were significantly higher in the normal comparison 
group than in the two high-risk groups, which did not 
differ significantly. When these two variables were 
controlled in analyses of covariance, the differences 
between the high-risk and normal comparison adoles- 
cents remained significant, except for the difference in 
positive thought disorder between the adolescents at 
risk for schizophrenia and the normal comparison ad- 
olescents (however, see reference 9 for a discussion of 
the limitations of this use of analysis of covariance). 


DISCUSSION 


Adolescents at risk for schizophrenia had signifi- 
cantly poorer social competence and significantly 
higher levels of positive formal thought disorder than a 
comparison group of normal adolescents. But adoles- 
cents at risk for affective disorder also had significantly 
higher levels of positive thought disorder than the 
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comparison adolescents, suggesting that the positive 
formal thought disorder which is apparent in these 
high-risk adolescents is not specific to those at risk for 
schizophrenia. Only scores on the social competence 
measure significantly differentiated the two high-risk 
groups. Not only were the adolescents at risk for schizo- 
phrenia significantly poorer in social competence than 
the normal adolescents—a result that is consistent with 
a great deal of prior research (10)—they were also 
significantly poorer in social competence than the ad- 
olescents at risk for affective disorder, who did not 
differ from the normal comparison adolescents. In 
these data, therefore, deficits in social competence were 
characteristic of adolescents at risk for schizophrenia but 
not adolescents at risk for affective disorder. These group 
differences may reflect vulnerability to later psychopa- 
thology in the high-risk adolescents, but they may also be 
the result of rearing by disturbed parents; thus, it is im- 
portant to determine whether the results for each of the 
high-risk groups as a whole remain characteristic of 
those necessarily fewer adolescents who later develop 
schizophrenia or affective disorder. ` 

Poorer social competence was significantly associ- 
ated with higher scores for each of the two negative 
symptoms we examined—affective flattening and pov- 
erty of speech—in all three groups of adolescents 
(Pearson correlation coefficients ranged from 0.40 to 
0.59, all with p<0.05). Similarly, in patients with 
schizophrenia, significant correlations have been re- 
ported between poorer premorbid social competence 
and greater numbers of negative symptoms after the 
onset of illness (2, 4). Such correlations indicate that 
these two dimensions of schizophrenic psychopathol- 
ogy are reliably associated. However, the moderate 
magnitude of these correlations, the results of research 
on genetic influences (4) and sex differences (5), and 
the fact that we found significant group differences in 
social competence but not in negative symptoms sug- 
gest that these two dimensions are not interchangeable 
and must be examined separately in'future research. 
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In our data, the dissimilarity of the patterns of zroup 
differences in positive formal thought disorder, nega- 
tive symptoms, and social competence is consistent 
with the relative independence of these three dimen- 
sions in schizophrenia. Our results therefore provide 
further support for a multidimensional approach to 
the development of schizophrenia (1, 3—5). The central 
hypothesis of this approach is that different symp- 
toms—positive and negative symptoms and social 
functioning—reflect separate functional processes (1), 
and it is anticipated that a more complete understand- 
ing of schizophrenia will result from the coordinated 
investigation of the developmental course of these 
symptoms and their underlying processes. 


REFERENCES 


1. Strauss JS, Carpenter WT Jr, Bartko JJ: The diagnosis and un- 
derstanding of schizophrenia, part IH; speculations on te pro- 
cesses that underlie schizophrenic symptoms and signs. 
Schizophr Bull 1974; 1:61-69 

2. Andreasen NC, Olsen S: Negative v positive schizophrenia: def- 
inition and validation. Arch Gen Psychiatry 1982; 39:789-794 

3. Crow TJ]: The two-syndrome concept: origins and current sta- 
tus. Schizophr Bull 1985; 11:471-486 

4. Dworkin RH, Lenzenweger MF, Moldin SO, et al: A multidi- 
mensional approach to the genetics of schizophrenia. Am J Psy- 
chiatry 1988; 145:1077-1083 

5. Dworkin RH: Patterns of sex differences in negative symptoms 
and social functioning consistent with separate dimensions of 
schizophrenic psychopathology. Am J Psychiatry 1990; 147: 
347-349 

6. Erlenmeyer-Kimling L, Cornblatt B: The New York High-Risk 
Project: a followup report. Schizophr Bull 1987; 13:451-461 

7. Cannon-Spoor HE, Potkin SG, Wyatt RJ: Measurement of pre- 
morbid adjustment in chronic schizophrenia. Schizopar Bull 
1982; 8:470-484 

8. Knight RA, Roff JD: Affectivity in schizophrenia, in Cortrover- 
sies in Schizophrenia. Edited by Alpert M. New York, Guilford 
Press, 1985 

9, Chapman LJ, Chapman JP: Disordered Thought in Schizophre- 
nia. New York, Appleton-Century-Crofts, 1973 

10. Asarnow JR: Children at risk for schizophrenia: converging 
lines of evidence. Schizophr Bull 1988; 14:613-631 


Am ] Psychiatry 147:9, September 1990 


Book Forum 
Nancy C. Andreasen, M.D., Ph.D., Editor 


TEXTBOOKS 


Symptoms in the Mind: An Introduction to Descriptive Psy- 
chopathology, by Andrew Sims. Philadelphia, Baillière Tin- 
dali (W.B. Saunders Co.), 1988, 318 pp., $23.95. 


It isn’t often that a book comes along and fills an impor- 
tant gap in the professional literature, so that one wonders 
how the profession did without it. Symptoms in the Mind is 
just such a book. This is a clear, in-depth exploration of the 
phenomenology of the signs and symptoms of mental disor- 
ders. The majority of its 23 chapters discuss different aspects 
of the mental status examination with very palatable rigor. 

Chapter .one discusses fundamental concepts, including 
phenomenology, the empathic method of understanding, ap- 
plying understanding versus explanation to symptoms, pri- 
mary and secondary symptoms, and the form and content of 
symptoms. The influence of Jaspers is obvious, and Sims 
ascribes proper credit to Jaspers and many other underap- 
preciated, mainly European, predecessors. 1 would place 
Sims’s work between Clinical Psychopathology by Frank 
Fish (1) and Jaspers’s General Psychopathology (2). Fish’s 
work is admirable for its succinctness and accessibility, and 
Jaspers’s tome excels in its depth and comprehensiveness but 
can put off the uninitiated, 

Further chapters discuss disturbances of consciousness, 
attention, memory, time sense, and perception, including 
myriad types of hallucinations and a clear discussion of pseu- 
dohallucinations. Disorders of language and speech appro- 
priately get a separate chapter from disorders of thinking 
process. | 

Professor Sims, from St. James Hospital in Leeds, is Dean 
of the Royal College of Psychiatrists. From his British per- 
spective he has been able to go beyond the sometimes con- 
stricting approach associated with DSM-III. This allows him 
to discuss neurotic symptoms, which still exist outside of the 
United States, quite richly, and the same is the case for per- 
sonality disorders, including the anancastic and the asthenic. 

Particularly impressive is chapter seven, “Delusions and 
Other Erroneous Ideas.” It is actually embarrassing that we 
have so oversimplified this area in our clinical communica- 
tions. Included in this chapter are discussions of primary and 
secondary delusions, Jaspers’s concept of ‘“‘un-understand- 
ability” and meaningful connections, autochthonous delu- 
sions, delusional percepts, delusional atmosphere (mood), 
delusional memory, and overvalued ideas. Also explained is 
the correct meaning of the word “paranoid,” which in fact is 
“self-referent” and not limited to persecutory. In chapter 22, 
“Eliciting the Symptoms of Mental Illness,” Sims offers some 
sage advice on how to sensitively elicit symptom phenome- 
nology. Sims advises that “several short interviews are pref- 
erable to a marathon session” and warns the enthusiast not 
to be “digging for phenomena like a dog at a rabbit hole.” 

Sims’s writing style and the book’s organization make it 
readily digestible. The references are remarkably thorough, 
and the print is pleasing to the eye. For psychiatrists who 
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fancy themselves professionally as thoroughbreds and not 
just journeymen, Symptoms in the Mind is essential reading. 
Full marks to Sims. 
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Psychiatric Diagnosis, 4th ed., by Donald W. Goodwin, 
M.D., and Samuel B. Guze, M.D. New York, Oxford Uni- 
versity Press, 1989, 314 pp., $29.95; $16.95 (paper). 


The fourth edition of Psychiatric Diagnosis has arrived, 
right on schedule, Every 5 years since its initial publication in 
1974, this book—now a classic in psychiatric nosology—has 
been revised to reflect progress in our understanding of men- 
tal disorders. 

The new edition makes some concessions to be modern, 
for example by including DSM-III-R criteria and wrap- 
ping the paperback version inside a day-glo fuchsia and 
metallic silver cover, yet remains remarkably faithful to the 
tried and true formula of the original. Of the 12 chapters in 
the first edition, 11 remain, albeit some with new terminol- 
ogy: “Affective Disorders,” “Schizophrenic Disorders,” 
“Panic Disorder (Anxiety Neurosis),”’ “(Hysteria (Somatiza- 
tion Disorder),”’ “Obsessive Compulsive Disorder,” “Phobic 
Disorders,” “Alcoholism,” “Drug Dependence,” ‘‘Sociopa- 
thy (Antisocial Personality),” “Brain Syndrome,” and “An- 
orexia Nervosa.” Only the original chapter on sexual prob- 
lems has been dropped from this edition, for unknown 
reasons, and a chapter entitled “The Psychiatric Examina- 
tion” has been added. The disorders discussed are those 
which Drs. Goodwin and Guze believe “have been suff- 
ciently studied to be useful” (p. xi). 

The disorder-focused chapters continue to be divided into 
sections on definition, historical background, epidemiology, 
clinical picture, natural history, complications, family stud- 
ies, differential diagnosis, and clinical management. Further 
emphasizing the empirical basis of their approach, the au- 
thors have added even more references to the scientific liter- 
ature, now tripling the number included in the first edition. 
Expanded treatment sections, the addition of clinical vi- 
gnettes, and inclusion of new findings on biological aspects 
of mental disorders also characterize the evolution of the 
book. 

In considering what could be said about a book that has 
already been reviewed dozens of times, I reviewed a number 
of the reviews. Many of these reviews said that Psychiatric 
Diagnosis might be most useful for medical students, resi- 
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dents, and other novices, implying that it offers less to the 
seasoned professional. I doubt that there is a single mental 
health professional who would not learn a great deal by 
reading this information-packed book. 

If some clinicians fail to embrace Psychiatric Diagnosis, it 
may be because of the book’s relatively limited coverage of 
psychiatric disorders. The authors stress the solid evidence 
supporting the validity of the discussed diagnoses, but a large 
proportion of patients seeking and receiving psychiatric 
treatment today may not have one of these well-validated 
disorders. Although researchers may be comfortable with 
assigning patients to an “undiagnosed psychiatric illness” 
category, clinicians in practice may be more reluctant to do 
so. The many categories classified and described in DSM-III- 
R at least allow clinicians to organize their thinking about 
the clinical phenomenology of their patients, although we all 
should recognize that many DSM-III-R categories possess 
only “face validity.” 

On reading this book, one might also wonder why, after 
more than 15 years, the only substantive change in the num- 
ber of diagnostic categories that have been validated—and 
therefore included in this edition of Psychiatric Diagnosis— 
is the loss of one category. Certainly diagnostic criteria of the 
type originated by the Washington University group and 
built on in the Research Diagnostic Criteria and DSM-III 
have stimulated research on the antecedent, concurrent, and 
predictive validity of defined categories. Perhaps no other 
mental disorders will meet strict criteria for validity or per- 
haps it is too early to have fully reaped the benefits of the 
so-called neo-Kraepelinean revolution in psychiatry. 

Another possibility seems intriguing. The approach to val- 
idating psychiatric diagnoses proposed by Robins and Guze 
in 1970, which has become gospel, suggests that a valid di- 
agnostic entity is familial, indicates a homogeneous progno- 
sis, and, ultimately, reveals an underlying, consistent, and 
coherent pathophysiology and etiology. Recent research 
seeking to validate the DSM-III diagnosis of schizophrenia 
has yielded paradoxical results: although the narrow DSM- 
IIT definition has been shown (with only one notable excep- 
tion) to predict a uniformly poor course and outcome, it is no 
better than much broader definitions in identifying persons 
with a familial, possibly genetic, illness. Possibly, a severe 
form of the disorder is best for prognostic purposes and a 
much milder form for identifying persons exposed to certain 
risk factors. If so, then the expectation that external valida- 
tors converge on a single definition of a disorder may be 
unrealistic or even misleading. Furthermore, recent interest 
in the phenomenon of “comorbidity,” or syndromal com- 
plexity, in psychiatric illness suggests that all useful psychi- 
atric diagnoses may not represent completely separate and 
discrete disorders but, rather, aspects of clinical heterogene- 
ity that may have important etiological, prognostic, and 
treatment implications. 

Goodwin and Guze, in the preface to their fourth edition, 
lay claim to having anticipated the revolution in psychiatry 
in the last decade and a half, which has resulted in unprec- 
edented interest in reliable diagnosis and rigorous empirical 
study. No one can dispute their claim. Psychiatric Diagnosis 
is a bench mark in the field. It will be interesting to see what 
the next 5 years bring. 


ANDREW E. SKODOL, M.D. 
New York, N.Y. 
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Future Directions for Psychiatry, edited by John A. Talbott, 
M.D. Washington, D.C., American Psychiatric Assocation, 
1989, 251 pp., $22.00 (paper). 


The profession of medicine, including its specialties, is in a 
period of rapid change. Some compare it with what we have 
seen in the political situation in Eastern Europe. The pace has 
not been so fast in psychiatry, although slower changes can 
have far-reaching effects for our specialty. Research findings 
have advanced our basic and applied knowledge. Patient care 

systems present challenges to us in many areas. Education 
throughout the professional life of the psychiatrist is a fact, 
and with specialty recertification and the recognition of sub- 
specialties in our field we have opportunities to render the 
best possible service to our patients, students, colleagues, and 
administrative bodies, while having accountability and re- 
sponsibility for our decisions. It is understandable, therefore, 
that our leaders are sensitive and responsive to the challenges 
and opportunities that face us as we approach the year 2000. 

The present volume results from the planning for and im- 
plementation of a conference on the Future of Psychiatry that 
was held on November 30 and December 1, 1987. Future 
Directions for Psychiatry, filled with stimulating ideas, syn- 
thesizes what emerged from these meetings and the sub- 
sequent considerations given to the ideas when they were 
further processed after the conference. Dr. Talbott, the con- 
vener of the conference and editor of this excellent mono- 
graph, notes that Harold Visotsky first raised the idea of a 
corference with him in 1983. The explosion of basic and 
clinical information, technology, and economics-financing 
was rapidly gaining momentum, and a national meeting of 
leaders from many areas of psychiatry could be very useful. 
The APA Board of Trustees approved the plan, and it became 
operational. 

This monograph opens with a comprehensive buz brief 
foreword by Herbert Pardes, APA President for 1989—1990. 
Dr. Pardes succinctly lists the strengths and problems of 
modern psychiatry. The details of his outline are addressed in 
the 14 chapters of the volume itself. There are three appen- 
dixes, one of which is “Metapapers Prepared for the APA 
Group to Plan a Conference and Related Activities on the 
Future of Psychiatry.” These 14 preliminary essays are ex- 
cellent—written clearly, defining the issues, and, as precon- 
ference background documents, alerting the actual confer- 
ence participants to the agendas of the meeting. 

In his introduction, Dr. Talbott clearly delineates the 
goals, purposes, and questions that confronted the confer- 
ence group. The honing down of the questions yielded five 
questions that five work groups of five experts each were 
asked to answer. These questions were 1) What will be the 
future of the science of psychiatry? 2) What will be the future 
of clinical psychiatry? 3) What are the economic strategies to 
realize these futures? 4) What are the educational strategies 
to realize them? and 5) What are the organizational strate- 
gies? (p. xxi). 

As the reader will note, much excellent work wert into 
thinking through the issues and addressing strategies and 
plans even before the conference took place. In the first chap- 
ter, “Executive Summary: Major Recommendations,” the es- 
sence of the conclusions of the conference are succinct'y pre- 
sented. The following chapters, some with multiple authors, 
go into greater detail in addressing the topics in depth and 
then providing a list of references for any reader who wishes 
more detail. In the last chapter Dr. Talbott summarizes the 
consensus and differences of the conferees. 

We are already confronting new issues today, but mast are 
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related to themes addressed or hinted at in this excellent 
report. This document is clear, direct, succinct, and perti- 
nent. It can be read profitably by psychiatric leaders, teach- 
ers, researchers, administrators, and students at all levels as 
well as community support group members and government 
and foundation officials. 

This is a job very well done, successfully completed. Now 
that we see the challenges and the options, what do we do 
with them? 


GEORGE H. POLLOCK, M.D., PH.D. 
Chicago, lll. 


Psychiatric Interviewing: A Primer, 2nd ed., by Robert L. 
Leon. New York, Elsevier, 1989, 193 pp., $23.50. 


The ability to effectively communicate with patients re- 
mains the cornerstone of clinical medicine and psychiatry. 
The ideal model of the physictan-patient relationship is rep- 
resented by the supportive and attentive physician who lis- 
tens to a patient’s complaints, assesses the amount of emo- 
tional support required, and delivers an appropriate dose of 
advice and reassurance with whatever medical therapy is pre- 
scribed. The current state of medical practice, however, has 
threatened this ideal. Aggressive consumer advocacy, the 
specter of malpractice, increased government regulations, 
managed health care systems, and a greater emphasis on 
biotechnology have all at least partially diluted the personal 
aspects of the physician-patient relationship, which is so de- 
pendent on good communication. In this context, any text 
developed to assist the ability of medical students to com- 
municate with and psychologically support their patients is 
welcome and needed. 

In this second edition of Psychiatric Interviewing: A 
Primer the author renews his effort to present a model of 
psychiatric interviewing designed to facilitate effective com- 
munication between physician and patient. The text has 
good intentions and basically sound content but tends to 
suffer from the absence of a comprehensive structural model 
for patient interviewing that would have given the overall 
approach more organization and internal consistency. 
Rather than setting out such a model from the first and de- 
veloping essential components of the psychiatric interview in 
sequential manner, the text tends to meander in and out of 
discussions of basic interviewing concepts, psychiatric as- 
sessment, and principles of psychodynamic psychotherapy. 
Therefore, it is not entirely clear whether the goal of the text 
is to be a guide to basic medical versus psychiatric interview- 
ing skills; in reality the book appears to be a mixture of the 
two approaches. 

Although most of the text is written by Dr. Leon, a few 
chapters (on human sexuality, the mental status examina- 
tion, and cultural influences on interviewing) were delegated 
to invited contributors, which tends to interrupt the consis- 
tency of the text’s style and approach. The book could have 
benefited from an expanded section on the mental status 
examination, which is given only 12 pages. The text does not 
pretend to be a guide to comprehensive psychiatric assess- 
ment, but the lack of a discussion of psychiatric differential 
diagnosis makes the chapter on the mental status examina- 
tion—and to some extent the entire text——incomplete. 

Other criticisms should be noted—for a second edition the 
references are somewhat dated. For example, a more up- 
dated discussion of recent primary care research demonstrat- 
ing the relationship between physician-patient communica- 
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tion and treatment outcome (such as compliance) and patient 
satisfaction would have improved the author’s case for the 


‘importance of developing good communication skills in the 


medical setting. Certzin areas of special importance would 
have benefited from much more attention—such as inter- 
viewing paranoid, suicidal, hypochondriacal, and sexually 
provocative patients. In addition, the entire text could have 
benefited from more case examples illustrating model posi- 
tive interactions between physicians and patients. 

Although the essential content of this small introductory 
text is generally valid, its lack of structure and its lack of a 
more in-depth discussion of problematic types of patients 
will to some extent restrict its usefulness as a guide to patient 
interviewing. For course directors interested in texts that 
provide more structure and depth, I recommend Shawn 
Shea’s lengthy, detailed, but comprehensive Psychiatric In- 
terviewing: The Art of Understanding (1) as an alternative. 
Another more general text to consider for medical interview- 
ing would be David Reiser and Andrea Schroder’s Patient 
Interviewing: The Human Dimension (2). Nevertheless, Psy- 
chiatric Interviewing: A Primer could serve as a general 
guide for discussing introductory aspects of patient inter- 
viewing with medical students if used in conjunction with 
careful clinical supervision and supplemental reading, par- 
ticularly in respect to the mental status examination and 
psychiatric differential diagnosis. 
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SOMATIC THERAPIES 


Physical Treatments in Psychiatry, by L.G. Kiloh, J.S. Smith, 
and G.F. Johnson. Cambridge, Mass., Blackwell Scientific 
Publications, 1988, 478 pp., £49.50. 


This is an excellent new textbook on somatic treatments, 
written for clinicians and students by an Australian team of 
clinician-authors. It describes clinical psychopharmacology, 
ECT, and psychosurgery in detail. Leslie Kiloh is the author 
of the often-quoted 1961 description of pseudodementia as 
well as numerous reports on psychosurgery and psychophar- 
macology. His coauthors have done extensive research in 
psychopharmacology and psychosurgery. 

The historical introduction gives a good description of the 
empiricism that dominated psychiatric research in the past 
century, including the development of malaria therapy of 
dementia paralytica by Wagner-Jauregg in 1917, convulsive 
therapy by Meduna in 1934, and leukotomy by Moniz in 
1935. More recent developments are described in introduc- 
tions to the appropriate chapters. 

The section on psychopharmacology systematically de- 
scribes the pharmacclogy, pharmacokinetics, preparations 
and doses, indications, use, adverse effects, contraindications 
and precautions, and drug interactions for antipsychotic, an- 
timanic, antidepressant, and anxiolytic substances. The de- 
scription of lithium is particularly well written and reflects an 


1239 


BOOK FORUM 


experience that the authors share enthusiastically with the 
readers. The uses of lithium in nonmanic states—depression, 
aggression, alcoholism, and schizoaffective conditions—are 
of special interest. Overall, the chapter is a useful and read- 
able summary of modern pharmacotherapy. 

The description of ECT is excellent and compares favor- 
ably with other texts. Descriptions of the early years of the 
ECT era, sham treatments, and self-reports of professionals 
who underwent courses of ECT are delightfully written. The 
technical aspects of the treatment are useful, although the 
preference for unilateral ECT is inconsistent with recent rec- 
ommendations of the Royal College of Psychiatrists, which 
encourage the use of bilateral electrode placements. Benzo- 
diazepines are recommended to allay patient anxiety before 
treatment, but there have been recent injunctions against 
their use because they raise seizure thresholds, interfere with 
the adequacy of the induced seizure, and impair the efficacy 
of ECT. 

The authors encourage the use of brief-pulse ECT modi- 
fied with anesthesia and muscle relaxation, but they also 
recognize reality when they write, “These recommendations 
are an attempt to achieve the ideal. For economic and other 
reasons, particularly in third world countries, the ideal may 
be unattainable. If so, ECT should not be withheld if there is 
convincing evidence that the treatment is indicated. It is far 
better if there is no alternative to use unmodified bilateral 
ECT with sinusoidal currents than to leave the patient to 
suffer.” The same may be said, unfortunately, about our 
public (state, municipal, and Veterans Administration) hos- 
pitals that do not provide ECT for their patients. 

The large chapter on psychosurgery is well written and 
provides the best review of the subject in modern texts. The 
enthusiasm of its early advocates, its widespread overuse, 
and the legal injunctions that brought its use to an abrupt 
end are well described. The authors seem reluctant to accept 
this opinion and argue that there still remain patients with 
severe agitated depression and obsessive-compulsive states, 
unresponsive to other therapies, for whom selective brain 
ablations may be of benefit. Their opinion reflects that of the 
U.S. National Commission that reviewed the psychosurgery 
data and concluded in 1977 that further trials in research 
settings were warranted, Psychosurgical procedures may well 
have been discarded prematurely. 

Among the dubious therapies noted in this book are Lip- 
pold’s polarization, electrosleep, prolonged narcosis, and 
megavitamin treatments. These are not encouraged, and one 
is awed by the ingenuity of our predecessors when faced with 
caring for the severe mentally ill without our modern phar- 
macological agents. It is unclear why a description of insulin 
coma is omitted; it was a widely used treatment, probably 
more so than those described in the sections on psychosur- 
gery and the dubious therapies. 

The chapter on legal considerations is focused mainly on 
the psychosurgery debates and complements that section. 
There is an extensive reference list (92 pages) with about 
1,600 citations. There is also a very good index. 

This text on somatic treatments in psychiatry reflects the 
authors’ clinical experience and interests. It is in the tradition 
of Sargant and Slater in Great Britain, Kalinowsky and Hoch 
in the United States, Delay in France, von Braunmihl in 
Germany, and Roubicek in Czechoslovakia. It is excellent in 
the sections on ECT and psychosurgery, useful in psycho- 
pharmacology (especially regarding lithium), and of archival 
interest in the remainder. Descriptions of the mode of action 
of these therapies are poor. The text is well written and well 
documented; the authors use many personal pronouns, and 
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the chapters read easily. This text is recommended highly for 
practicing psychiatrists and residents and should comple- 
ment modern psychiatric libraries as a clinical sourcebook in 
its sections on lithium, ECT, and psychosurgery. 


MAX FINK, M.D. 
Nissequogue, N.Y. 


Drug Treatment in Psychiatry, 4th ed., by Trevor Silver- 
stone, M.A., D.M., F.R.C.P., F.R.C.Psych., and Paul Turner, 
M.D., B.Sc., F.R.C.P. New York, Routledge, 1988, 272 pp., 
$29.95 (paper). 


Professors Silverstone and Turner have updated their pop- 
ular psychopharmacology primer Drug Treatment in Psychi- 
atry. It is one of the few introductory texts that integrate 
current scientific knowledge and clinical practice. This fourth 
edition reflects the tremendous changes in the understanding 
of drug action and biochemistry of psychiatric disorders 
since the first edition was published in 1974. This latest edi- 
tion confirms again that the authors are experienced clini- 
cians and pharmacologists. The Clinical Applications section 
of the book is the strongest and is the primary reason that 
clinicians will benefit from this book. The chapters on the 
treatment of affective disorders, anxiety, sleep disturbance, 
and disorders of appetite are particularly strong. More new 
antipsychotic and antidepressant agents have become avail- 
able in Great Britain than in the United States since the third 
edition of this book appeared in 1982; I hope that some of 
these will become available here. This book gives us a peek 
into the prescribing practices of our British colleagues. 

The first section, General Principles, provides not only a 
short historical introduction but also chapters on the phar- 
macology of CNS transmission, factors affecting the action 
of psychotropic drugs, some behavioral pharmacology stud- 
ies as they pertain to the drugs we use, and relevant social 
and psychological aspects of drug treatment. 

There are some minor shortcomings. DSM-III diagnoses 
are used except for schizophrenia. This may be because of 
the European disagreements about two criteria: the 6-month 
duration of illness requirement and the upper age limit of 45 
years for the onset of schizophrenia. The age at onset crite- 
rion has been dropped from DSM-III-R, and the 6-month 
duration of schizophrenic symptoms requirement will be 
changed in DSM-IV, in time for the fifth edition of Drug 
Treatment in Psychiatry. Overlooking this, I found the sec- 
tions on diagnoses otherwise useful for U.S. readers. The 
discussion of pharmacokinetics and pharmacodynamics 
could have been more extensive, and I believe that the dis- 
cussion of pupillometry in psychopharmacology would not 
be missed. The use of blood levels of chlorpromazine, which 
has variable active and inactive metabolites, should be de- 
emphasized, and those of haloperidol, which has only one 
major metabolite, might have more practical use. In the dis- 
cussion of sexual deviance, one dopamine receptor blocking 
agent is singled out as having effects on libido, but in reality 
all antipsychotics can have such side effects. The chapter on 
anxiety does not include a discussion of the y-aminobutyric 
acid-benzodiazepine chloride ion channel complex and its 
role in anxiety, alcoholism, and their treatments. That me- 
probamate is still listed for the treatment of anxiety without 
any caveats seems to be an oversight. These observations are 
minor distractions in an otherwise carefully rewritten text. 

I found this up-to-date overview of current clinica! prac- 
tice, paired with the needed theoretical background, a plea- 
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sure to read. The references at the end of each chapter give 
the reader an opportunity for more in-depth study. It will 
help the general psychiatrist who wants to be updated, the 
family practitioner, the medical student in training, the med- 
ical or psychiatric resident, and any psychologist who treats 
patients who are taking medication. 


DANIEL P. VAN KAMMEN, M.D., PH.D. 
Pittsburgh, Pa. 


Pharmacotherapy and Mental Retardation, by Kenneth D. 
Gadow, Ph.D., and Alan D. Poling, Ph.D. Boston, College- 
Hill (Little, Brown and Co.), 1988, 343 pp., $24.50 (paper). 


This book begins with a superb preface by Dr. Robert 
Sovner that clearly illustrates the need for a book of this type. 
He presents the key issues marking psychopharmacology for 
retarded persons who are also mentally ill as a unique area of 
clinical psychiatry. The authors’ introduction reviews the 
format and objectives of their book, and their first chapter 
presents a succinct overview of the nature of mental retar- 
dation from. a variety of modern viewpoints. The remaining 
seven chapters are fine surveys of both the basic and applied 
dimensions of key psychopharmacological agents currently 
used to treat the mentally retarded who are mentally ill. The 
neuroleptics, the agents for the affective disorders, antianx- 
iety medications, sedatives, anticonvulsants, and the stimu- 
lants are all excellently reviewed, as well as the many dif- 
ferent additional agents used to treat this complex clinical 
disorder (e.g., the B-blockers, fenfluramine, and naloxone). 
The presentation of this excellent information is organized in 
a rather atypical fashion, however. For example, a separate 
section covering the antidepressants would have been clearer 
than their inclusion in a single chapter entitled “Other Med- 
ications.” Nevertheless, the major mechanisms, efficacy, and 
side effects of these pharmacotherapeutic agents are clearly 
noted, Separate chapters on basic pharmacology and re- 
search methods round out the major focus, and helpful ap- 
pendixes include a side effects checklist, a tardive dyskinesia 
identification system, and recent Accreditation Council 
guidelines regarding the use of pharmacotherapy for the 
mentally retarded. Finally, the diagrams inside the front and 
back covers conveniently classify the psychopharmacological 
agents reviewed within the book. 

Gadow and Poling have clearly met their objectives in this 
book, which can be used by a wide variety of colleagues who 
work with and for those mentally handicapped citizens 
whose lives have been complicated by mental illness. Mental 
health professionals, enlightened parents of retarded pa- 
tients, and human service administrators are but a few of the 
types of readers who can and will profit greatly from this 
book. The superb readability of Pharmacotherapy and Men- 
tal Retardation is certainly one of its many strengths. 

Finally, the topical area of modern psychopharmacology 
for the retarded citizen, in view of the recent gray cloud that 
has descended on it secondary to the specious studies of 
Stephen E. Breuning, is greatly in need of a modern review. 
This book represents a great step forward toward removing 
that gray cloud, and I recommend it highly. 


FRANK J. MENOLASCINO, M.D. 
Omaha, Neb. 
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Psychopharmacology: An Introduction, 2nd ed., by René 
Spiegel. New York, John Wiley G& Sons, 1989, 239 pp., 
$41.95. 


The stated goal of this book is “to provide a review of 
psychopharmaceuticals in nontechnical language for psy- 
chologists, psychiatrists, and members of other professions 
dealing with patients who take these drugs.” The author, 
who is with the Sandoz Corporation in Switzerland, asks for 
hard criticism in his preface. Here it is: this book falls far 
short of its stated goals and is not likely to be of use to most 
clinicians whether they are medically trained or not. 

To begin, the book is organized in a rather peculiar fash- 
ion. There is an overview chapter defining psychotropic 
drugs but in a very superficial manner. Only seven pages are 
devoted to neuroleptics, and information regarding their use 
and their side effects is jumbled together. As an example, 
tardive dyskinesia is mentioned before any side effects are 
even defined or described. Technical terms abound, such as 
‘“‘myorelaxant,” despite the stated intentions of the author. 
Sedation is not mentioned in the discussion of the side effects 
of neuroleptics. Similar problems plague the antidepressant 
section, which is only five pages long and includes a some- 
what idiosyncratic definition of clinical depression. From the 
very first chapter, therefore, the reader wonders about the 
purpose of this book and the audience for whom it was 
intended. 

The second chapter is an interesting history of the discov- 
ery of psychotropic drugs, including neuroleptics, antide- 
pressants, and benzodiazepines. Although this information is 
available elsewhere, one finds here the perspective of a drug 
company on the development of drugs and the occasional 
serendipitous observations of their psychotropic effects. 

The remainder of the book, although nominally dealing 
with the effect of drugs on neurotransmission, memory, and 
neurophysiological functioning, actually illustrates the devel- 
opment and testing of new psychotropic drugs in the phar- 
maceutical industry. How psychotropic drugs work in the 
brain, especially their effect on EEG function, and the rela- 
tionship of these observations to further drug testing are 
discussed in detail. Testing of drugs in normal human sub- 
jects and the methods used for evaluating drugs are reviewed 
somewhat superficially. As an illustration of the development 
of new drugs, substances for the treatment of memory dis- 
orders are described in some further detail. 

In general, therefore, this volume on psychopharmacol- 
ogy, unlike others that are currently available, presents the 
pharmaceutical industry’s perspective on the history of the 
development of new drugs and the techniques for such de- 
velopment. The actual information on psychotropic drugs 
and their mechanisms of action, clinical uses, and toxicity is 
exceedingly skimpy; therefore, this volume will be of little 
use to most practicing clinicians. Jt may be of interest to 
psychopharmacology researchers with a special inclination 
toward drug development. 


CARL SALZMAN, M.D. 
Boston, Mass. 


Practical Clinical Psychopharmacology, 3rd ed., by William 
S. Appleton. Baltimore, Williams & Wilkins, 1988, 199 pp., 
$27.95. 


In this short spiral-bound handbook the author presents a 
concise overview of three major areas: 1) the use of antipsy- 
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chotics, primarily in the context of schizophrenia, 2) the 
treatment of mood disorders with heterocyclic agents, mono- 
amine oxidase inhibitors, and ECT, and 3) the treatment of 
anxiety disorders with antianxiety agents. There is in addi- 
tion a brief chapter outlining the emergency medical treat- 
ment of drug overdoses. 

Each of the three major sections reviews the diagnoses of 
the relevant conditions, presenting and supplementing DSM- 
ITI-R, provides useful advice about what issues to explore 
before starting to administer medications (i.e., pretreatment 
factors such as orthostasis that might be later interpreted as 
drug side effects), and then offers an overview of the relevant 
agent’s basic pharmacology, efficacy, and side effects. These 
areas are dealt with in a comprehensive and comprehensible 
fashion. The descriptions of clinical conditions and the spe- 
cific agents make the volume not just a brief textbook of 
psychopharmacology but what it is intended to be, a prac- 
tical guide to the use of psychopharmacological agents in 
psychiatry. 

Of course, there is room to quibble with some of the 
book’s specifics. For example, it is suggested that “‘it is pos- 
sible to win cooperation in drug taking at least 99% of the 
time” in prescribing antipsychotics. Possibly patients in Bos- 
ton are more compliant than those in Chicago. There is as 
well a more general criticism that probably is the flip side of 
the book’s sensible, orderly, and nontheoretical method of 
exposition. Presenting a description of a specific illness and 
then of a group of drugs used in its management tends to 
reify drugs as being specific to particular illnesses, for exam- 
ple, heterocyclic antidepressants for depression. Actually 
what unites this group of drugs and links them to depression 
is some common biochemical mechanism that is probably 
just as clinically relevant to panic disorder, obsessive-com- 
pulsive disorder, and bulimia. Thus, the book is weakest in 
areas in which a drug is used outside the logic imposed by 
the arrangement of the chapters. For example, there is only 
the briefest discussion of the use of antipsychotics in the 
treatment of psychotic depression and little on the use of 
lithium, propranolol, or carbamazepine in the treatment of 
aggression. 

It is possible that a slightly larger book, possibly with 
fewer tables providing more information than strictly neces- 
sary (i.e., a score card for the performance of each antipsy- 
chotic relative to placebo or the individual outcomes of 35 
double-blind maintenance studies of antipsychotics}, with 
greater mention of “atypical” uses of psychotropics, and 
with brief chapters on areas of special interest such as child 
psychopharmacology, geriatric psychopharmacology, and 
the psychopharmacology of aggression and personality dis- 
orders, might make this otherwise useful little text even 
better. 


DANIEL J. LUCHINS, M.D. 
Chicago, Ill. 


PSYCHOANALYSIS 


Shame: The Underside of Narcissism, by Andrew P. Morri- 
son. Hillsdale, N.J., Analytic Press, 1989, 197 pp., $27.50. 


Since the publication in 1971 of pioneering works by 
Helen Block Lewis (1) and Heinz Kohut (2), there has been 
an upsurge of interest in shame. This appreciation of shame 
is not a new discovery but a rediscovery in psychoanalytic 
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circles and without. Social thinkers as diverse as Charles 
Darwin, William McDougall, William James, and Friedrich 
Nietzsche all put great emphasis on shame. With the ascend- 
ancy of attention to role theory in the works of John Dewey 
and George Herbert Mead, appreciation of the significance 
of shame diminished and fell into virtual oblivion for dec- 
ades. The appreciation of the role of shame was only par- 
tially revived by the monumental work of Sylvan Tomkins 
(3) and Erving Goffman (4). 

There has been a similar pattern in the evolution of psy- 
choanalysis. In his earliest psychological writings discussing 
the patient’s defense against awareness of ideas that were 
incompatible with the patient’s acceptable idea or view of 
self (5), Freud emphasized shame as the central painful affect 
that was defended against in retention hysteria, the earliest 
paradigm for (posttraumatic) psychopathological phenom- 
ena. Somehow, however, attention to shame in psychoana- 
lytic thought went underground, especially with unfolding 
theoretical emphasis on transgression, aggression, uncon- 
scious fantasy, and consequent guilt, which tended to replace 
the model of retention hysteria as the paradigm of psycho- 
pathology. Despite Freud’s groundbreaking paper “On Nar- 
cissism”’ (6), which approached shame in the context of the 
ego ideal, it was guilt and anxiety that evolved as the pre- 
eminent affective regulators of the psyche in Freud’s later 
work and in that of both the object relations theorists and 
the ego psychologists who followed him. The reasons for 
Freud’s neglect of shame are complex and probably include 
political considerations—particularly Freud’s antipathy to 
Alfred Adler’s notion of the inferiority complex. 

Difficulty conceptualizing the nature of human interac- 
tions in such a way that shame rather than guilt or anxiety is 
the major regulator signalling danger to human bondings 
may also have contributed to the lack of serious attention to 
shame. Many therapists have difficulty in acknowledging 
both the shame that is inherent in the role of patient and the 
shaming that often is part of the role of interpreter. Despite 
the contributions of Piers, Singer, and later Erik Erikson, it 
was only with the publication in 1971 of Helen Block 
Lewis’s Shame and Guilt in Neurosis (1) and Heinz Kohut’s 
Analysis of the Self (2) that shame became acknowledged as 
central and the study of shame and of narcissism began in 
earnest (7). 

The current emphasis on shame should not be thought of 
simply as the ascendancy of another in-vogue affect—iust as 
Heinz Kohut’s term “‘selfobject” is not just another type of 
relationship. Both terms reflect an expanded vision of the 
flux of human relatedness and the nature of selfhood, per- 
sonality cohesion, self-consciousness, and self-esteem and the 
dependency of these on the immediate social surround. These 
concepts harken back to the master-slave dialectic of G.W.F. 
Hegel, and in this century to the work of Jean-Paul Sartre. 
They signal a major expansion of our conception of selfhood 
and of the role of affects in the relation of the self to the inner 
or external other who confers self-esteem, self-consciousness, 
and selfhood as well as ideals and aspirations for every one 
of us, not just for those with narcissistic personality disor- 
ders. It is this vastly expanded view of the human lot which 
places shame as the master regulator—the affect signalling 
danger of significant bondings of the self to others. 

It is in the light of this newly acknowledged expansion of 
the complexity of social relationships as it has unfolded in 
psychoanalytic thinking since the early 1970s that Andrew 
Morrison’s Shame should be viewed. The author, a serious 
contributor to the literature on both narcissism and shame, 
offers a unique and nuanced appreciation of the significance 
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of our late-coming appreciation of shame for a body of psy- 
choanalytic theory that has tended to neglect it or to relegate 
it to minor status behind anxiety and guilt. 

The book is divided into two parts: a detailed consider- 
ation of the evolution of psychoanalytic thinking about 
structure and affect (i.e., about the ego ideal and about 
shame) followed by a clinical section emphasizing clinical 
predicaments and the role of shame in these predicaments. 
Morrison begins by raising questions that place the reader 
squarely in the center of the psychoanalytic predicament con- 
cerning shame. He asks, Is shame to be viewed as a defense 
against exhibitionism or is it best understood as an affect? 
Can shame be fully understood within the context of conflict 
defense psychology or must a broader psychology of the self 
and its deficits be invoked? Can shame arise in isolation? 
What is the relationship of shame to guilt? Is shame a man- 
ifestation of passivity-dependency and therefore femininity, 
or does this aa reflect an outmoded notion of fem- 
ininity? What is the relationship of shame to anger, rage, 
contempt, envy, vulnerability, communications, and humili- 
ation? Finally, what is the explicit relationship of shame to 
narcissism? 

Morrison proceeds to a review of the literature on shame 
that is as thorough and unbiased as any that I have seén on 
this complex subject. From the standpoint of mainstream 
psychoanalysis, he lays particular stress on the aspects of the 
superego concerned with shame, that is to say, the ego ideal 
and the ideal self. From the point of view of self psychology, 
he understands the vicissitudes of narcissism and their rela- 
tion to shame. 

Part two of the book begins with a study of shame-related 
phenomena such as anger and rage, contempt, envy, depres- 
sion, and humiliation. Discussion of these as phenomena em- 
anating from shame is long overdue. There is a fine chapter 
on shame and defense that considers shame from the point of 
view of a reaction formation (i.e., from the sense of shame as 
a defense) and also takes up the topic of defenses against 
shame. In subsequent chapters, Morrison distinguishes 
shame that is part of specifically narcissistic pathology (pa- 
thology dominated by fragmentation and need) from shame 
in the neuroses (shame in predicaments centered around con- 
flicted desire). Morrison pays some well-needed attention to 
the relation of shame to suicide—still largely neglected in the 
literature on suicide. There is a chapter on shame and manic- 
depressive psychosis and an epilogue that sums up Morri- 
son’s views and returns to his original questions. 

Excellent though this book is, there are a few shortcom- 
ings with which I would take issue. I found Morrison’s dis- 
cussion of personality incohesion a bit too confined to bor- 
derline phenomena. He seems to overlook the relation of 
shame to dissociative phenomena. At times, he seems to 
come close to equating shame with passivity and femininity, 
an equation that would tend to restrict shame to a particular 
type of conflict rather than seeing it as fundamental to all 
human relationships, male or female, pathological or other- 
wise. Readers familiar with the work of Erving Goffman (4) 
will be somewhat disappointed that Goffman’s fundamental 
insights into shame as embarrassment that may arise out of 
lack of deference for the social order are not mentioned. The 
chapter on manic-depressive psychosis seemed to me the 
weakest in the book, depending as it does on formulations of 
a very flawed study done in the 1950s by Mabel Blake Cohen 
and her colleagues. 

These objections notwithstanding, this is a splendid book, 
full of first-rate scholarship, clinical wisdom, and a fine syn- 
thesis that locates shame at the center of narcissistic phenom- 
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ena in a very wide range of psychopathological predicaments 
where it is usually overlooked. Part one should be considered 
a must for every psychoanalytic educator and serious student 
of the evolution of psychoanalytic theories of affect, super- 
ego, and narcissism. Part two, despite some of the flaws men- 
tioned, presents an excellent coverage of the spectrum of 
shame-related phenomena in narcissistic disorders and other 
phenomena. Morrison has achieved a first-rate synthesis of 
mainstream psychoanalytic and self psychological thought. 
The book is highly recommended to all serious students of 
dynamic psychopathology and treatment. 
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Countertransference Triumphs and Catastrophes, by Peter 
L. Giovacchini, M.D. Northvale, N.J., Jason Aronson, 1989, 
346 pp., $35.00. 


Non licet omnibus adire Corinthum. 


—Horace (Epistles) 


I have been learning from Dr. Peter Giovacchini for 35 
years and I continue to learn from him. His new book is 
unusually frank in its presentation of vignettes from his ap- 
parently very dramatic private practice. It is clearly written 
and pleasant to read. in one vignette he tells of referring a 
patient to a younger colleague, who felt very frustrated by 
het because her main activity in therapy was to sit with her 
legs crossed end blow cigarette smoke in his face. “At first,” 
Giovacchini -ells us, “he became angry and had a desire to 
hit her. Later he felt strong sexual urges that he just managed 
to control. Because of these countertransference feelings, he 
terminated the treatment” (p. 189). Apparently it never oc- 
curred to this psychiatrist to discuss with the patient her 
blowing cigazette smoke in his face and sitting with her legs 
crossed and to deal with that directly rather than terminating 
the treatment or struggling with strong internal passions of 
rage and sexuality. 

On the whole, the arecdotes are provocative and exciting; 
where the book weakens at times is in some of the theoretical 
discussion, sich as the description of Racker’s views on 
countertransference (p. 19) and Giovacchini’s “two catego- 
ries” of psychopathology—character disorders and “those 
who have fai-ly intact characters but, in the tradition of the 
psychoneuroses, also have intrapsychic conflict” (p. 92), all 
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of which requires a much more extended discussion and ex- 
planation, since these are quite controversial and difficult 
concepts. 

The distinction between psychotherapy and psychoanal- 
ysis is blurred from the beginning, and the author uses the 
terms “analyst” and “therapist” interchangeably. The first 
sentence of the first chapter tells us that “clinicians practicing 
psychoanalysis—or what has been called psychoanalytically 
oriented psychotherapy—are becoming increasingly aware 
that treatment success or failure is a complex issue that 
stresses the irrational parts of both the therapist’s and the 
patient’s personalities” (p. 1). In fact, some hostility to tra- 
ditional psychoanalysts seems implied in Giovacchini’s de- 
scriptions of certain analysts who are utterly devoid of com- 
mon sense. For example, we are told of an analyst who 
“responded to a patients insistence that he remove from his 
wall a painting that she considered ugly. After he had re- 
moved the offending painting, she wanted him to hang a 
picture that she had painted in that same spot. With great 
reluctance he ne her painting and hung it. He believed 
that if he did not, he would lose the patient. The analyst was 
uneasy about this arrangement, and he did not even like the 
picture” (pp. 105—106). Another analyst, who presented ma- 
terial during a workshop at which Giovacchini was the co- 
chairman, “casually mentioned that the patient had defe- 
cated on the couch” (p. 142). When Giovacchini asked about 
this, the analyst was “somewhat surprised at our apparent 
lack of understanding and explained that he viewed the pa- 
tient’s excretory behavior as representing progress” (p. 142). 
There is a hint of some sort of countertransference Giovac- 
chini may have to the traditional psychoanalytic movement 
in what I found to be the most startling sentence in the book: 
“During my days as a candidate at the Chicago Institute for 
Psychoanalysis, I never once heard a mention of Winnicott or 
Melanie Klein or any of her followers” (p. 18). 

Beginners should be warned that Giovacchini writes from 
a thoroughly Kleinian orientation, influenced by Little and 
Searles. Although it does not often happen, sometimes he 
goes off the Kleinian deep end. For example, we are asked to 
believe that a patient “had succeeded in getting me to absorb 
the emptiness and nonexistence that he felt and that he so 
vigorously defended himself against. He could resort to the 
defense of reaction formation as he projected his vulnerabil- 
ity into me” (p. 53). In one instance we are told that a patient 
was afraid “that some omnipotent power would get out of 
control, and this was manifested in the transference by her 
fear of destroying me. She was also afraid that I would attack 
and devour her. These fears were the outcome of the greed 
and envy she had projected into me” (p. 269). 

This book has some pitfalls for beginners, who may use it 
to justify irresponsible and irrational behavior and interpre- 
tations in the therapeutic process. Giovacchini relates at least 
two instances (p. 79 and p. 132) when he entirely lost his 
temper with a patient. This does happen even with the most 
experienced analysts, but it is not made clear that when it 
happens the matter should be carefully investigated by self- 
analysis, and if it happens with any frequency, there is some- 
thing wrong with the therapist. Giovacchini is a very expe- 
rienced clinician who can look on his loss of temper and 
some other countertransference-based behavior with a cer- 
tain equanimity, whereas a beginner reading this book may 
conclude that he or she too is permitted “to go to Corinth.” 
Corinth was the Paris of its day, but its pleasures were too 
costly for many people. Beginning therapists who give free 
vent to countertransference acting out may well find their 
practice and their personal lives in a shambles. 
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In a way, the book might be of greater appeal to 2=xperi- 
enced psychotherapists because of the provocative nature of 
some of the views expressed. There are several discussions of 
the concept of “the impassive, neutral analyst” (p. 2) that 
show Giovacchini at his best. He distinguishes between Anna 
Freud’s notion of neutrality as representing the maintenance 
of an equal distance between the id, ego, and superego on the 
one hand and neutrality “defined phenomenologically” (p. 
296), which can easily become a ritualized rigid withdrawal 
from patients, on the other. He correctly conclud2s that 
“neutrality is an attitude, one designed to create an objective, 
nonjudgmental setting that stresses the principle of asychic 
determinism” (p. 296). 

Giovacchini distinguishes two categories of countertrans- 
ference ip. 21). Although he believes that there are contri- 
butions from the infantile mental life in both types, hə labels 
“homogeneous countertransference reactions” those in 
which the infantile elements are minimal and whick repre- 
sent average expectable reactions. These are distinguished 
from “idiosyncratic countertransference responses,” which 
are exaggerated and unique and would not be found if the 
therapist were somebody else. His anecdotes and clirical vi- 
gnettes illustrate these types of countertransference. rather 
well, even though of course it is easy to criticize any vignettes 
that are presented so frankly. In my opinion, Giovacchini ts 
most vulnerable to criticism in his sometimes waffling atti- 
tude toward the use of the couch, which I think reflects his 
wish to blur the distinction between psychoanalysis and psy- 
choanalytic psychotherapy. For example, in one case (pp. 
86—87) he “firmly” interrupts the patient in the middl= of the 
second session and suggests that the patient lie dowr on the 
couch; in another case (p. 101) he recognizes that insisting 
on the patient’s use of the couch would be a mistake and he 
does not do so. Here he ‘‘decided that I would try to analyze 
her even though she was not on the couch” (p. 116). This 
calls for an extended discussion of what is and whaz is not 
psychoanalysis; in one instance he was seeing a pat ent six 
times a week (p. 124), but this frequency is not explained. 

In summary, the author offers an interesting and provoc- 
ative book, which I recommend with certain warrings to 
beginning psychotherapists and which experienced psycho- 
therapists will find worth reading. Those psychiatrists who 
consider themselves psychotherapists will probably find 
more of value in the book than those who are predominantly 
in the practice of psychoanalysis because of the nature of the 
patients discussed and Giovacchini’s approach to rhem; I 
must admit that I could not gather from the book what the 
title calls ““countertransference triumphs.” 


RICHARD D. CHESSICK, M.D., PH.D. 
Evanston, Ill. 


PSYCHOTHERAPY 


Ending Therapy: The Meaning of Termination, by Terry A. 
Kupers, M.D. New York, New York University Pres:, 1988, 
147 pp., $35.00; $15.00 (paper). 


Psychotherapists and their literature have focused much 
more on how to begin therapy effectively (e.g., how to foster 
a therapeutic alliance) than on how to end it effectively. An 
old adage is that “a good start is half of a race.” That may be 
especially true in psychotherapy, since patients might stop 
the therapy prematurely if a good foundation is not laid in 
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the beginning that can withstand the later turmoils of grap- 
pling with their conflicts and defenses. Terry Kupers, the 
author of Ending Therapy, is a psychiatrist who teaches in a 
psychology graduate school program and is also in private 
practice. He masterfully focuses on the other end of therapy, 
the theory and practice of good endings. A good ending may 
not always be “half the race,” but for some psychotherapy 


patients it may be that or more. After all, it is at the end of 


races when the winners are determined. Slow starters some- 
times blossom during good psychotherapy and ultimately are 
the biggest winners from the process. A skillfully managed 
termination is probably an essential ingredient of most suc- 
cessful therapies, especially for those which deal with major 
issues involving earlier separations and losses. 

Two factors may largely account for the relative neglect, at 
least in the literature, of termination issues. First, most ther- 
apists, like other psychologically healthy human beings, en- 
joy developing emotionally close and sharing relationships 
more than ending such relationships. Therefore, a wish to 
avoid focusing on the relatively unpleasant termination is- 
sues of separation and loss is understandable. Second, Ku- 
pers believes that decisions regarding the duration of therapy 
and when it should end are often based on the patient’s 
finances rather than the patient’s diagnosis. Kupers has pre- 
viously termed this a double standard in mental health treat- 
ment (1); patients with more money tend to be offered longer 
and more intensive psychotherapies, regardless of need. In 
fact, many patients have the fantasy, at least at some phase of 
their therapy, that their therapist will let their therapy go on 
forever, if their money holds out. The possible reality of this 
is fostered by hearing about media personalities who have 
been in “psychoanalysis” for 15 to 20 years with no appar- 
ent end in sight. Some fear that psychotherapy will become a 
way of life if it goes on too long and that the therapist will 
become a substitute for dealing with and investing in emo- 
tional issues with others. This might be termed the Wolfman 
syndrome, after Freud’s famous patient, who was passed 
from Freud disciple to disciple for more analysis and became 
a type of celebrity in some analytic circles. (Pictures painted 
by the Wolfman were sold at analytic meetings by one of his 
famous analysts, for example.) 

Kupers discusses several forces in the marketplace that 
often affect the length of therapy. The therapist who does not 
have a waiting list and fears he or she will not fill empty time 
slots may, somewhat understandably, be more likely to sug- 
gest longer-term treatment. As more types of therapies and 
therapists enter the marketplace, which in some cities is al- 
ready saturated, the tendency to hang onto patients beyond 
what is truly needed or in their best interests may be espe- 
cially great. Also, therapists who wish to maintain a certain 
type of practice, such as having several patients in psycho- 
analysis, may find themselves recommending that form of 
treatment to patients who might actually be better suited for 
and more interested in briefer, less insight-oriented therapies. 
These therapists might even reduce their usual fees to make 
several-times-per-week analytic therapy financially possible 
or more attractive (and possibly seductive) to the patient, 
who is thereby getting a ‘‘bargain.” We also should keep in 
mind that if the only tool the carpenter has is a hammer, 
everything tends to be treated like a nail. If the therapist 
knows only one form of therapy (if he or she has not kept up 
with psychopharmacology, for example), then even round 
patients may unwittingly or otherwise be pushed toward 
square therapeutic holes. 

One of Kupers’s recurring messages is for the therapist to 
try to recommend the type of therapy that best fits the pa- 
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tient’s needs. Another message is to begin to move toward an 
end to the therapy when patients seem to be mastering how 
to do their own psychological work to whatever extent they 
are able and when they become interested in pursuing a self- 
analytic, introspective way of life. The myth of reaching per- 
fection or a conflict- or defense-free life through a long psy- 
choanalysis has set psychoanalysis up for much criticism and 
failure. A “good” result is not really good if perfection is 
viewed as an achievable goal. Kupers reminds us of Freud’s 
position in Studies on Hysteria (2) that psychotherapy 
should be for neurotic misery, not for everyday unhappiness. 
It is the therapist’s professional responsibility to know when 
that line is being crossed. We should not expect third-party 
payers (e.g., an employee’s co-workers) to pay for the psy- 
chotherapy of unhappiness due to the periodic unpleasant 
conflicts and defenses associated with continuing to be a 
human being. We human beings will continue our lives as 
alloys and never become pure gold, even after the forging 
and tempering of good psychotherapy or analysis. 

Another of Kupers’s messages between the lines is that a 
constructive, planned ending of any type of psychotherapy is 
preferable to having the sessions just dwindle off and the 
patient fade away; this may make it more difficult for the 
patient to return later, if needed, because of guilt feelings or 
feeling like a failure for doing so. Some patients should prob- 
ably never terminate their therapy but, as Michael Balint (3) 
recognized, should come in as needed for life for a dose of the 
powerful drug called doctor. This may be the best that some 
patients with hypochondriasis or alexithymia, for example, 
may be able to do. We should not penalize or stigmatize 
them for doing their best but recommend therapy without 
end as their treatment of choice. For others, termination may 
be a time to discuss the expectation that they might come 
back and legitimize their coming back later or several more 
times during crises or developmental watersheds. For still 
others, a firm termination date, several months or a year or 
so away, as Freud eventually did in his analysis of Wolfman, 
may be necessary for patients to confront conflicts that they 
are psychologically capable of addressing but that they might 
otherwise perpetually avoid, particularly issues relating to 
separation, emancipation, autonomy, loss, grief, and death. 

This book is logically organized, flows smoothly, and is 
written in a clear, lively style. Kupers skillfully weaves in 
many case vignettes from his practice to illustrate theoretical 
points in a manner that is very reminiscent of Ralph Green- 
son’s talent for shifting between and imbricating clinical and 
didactic focuses. Kupers provides a nice summary of some 
central termination issues contained in several of Freud’s fa- 
mous cases. Chapter four includes a succinct review of some 
of Kohut’s self psychology contributions and some discus- 
sion of how those affect termination decisions. 

The primary audience for this book should be psychiatry 
residents and other psychotherapy students who are in the 
early stages of their psychotherapy education. In closing, I 
will pick one relatively minor bone in an otherwise fat-free 
and well-conditioned book. The author refers to the recipi- 
ents of psychotherapy as clients rather than patients. Kupers 
teaches in a psychology graduate program, so I assume that 
is where he picked up the terminology. I prefer that individ- 
uals with illnesses (which I consider neurotic misery to be, 
and certainly many incipient biomedical illnesses mimic neu- 
rotic symptoms) be evaluated initially in a medical model, at 
least before they are relegated to what is clearly in our cul- 
ture a business paradigm of professional interactions, values, 
and expectations. Third-party payers and social agencies are 
relatively reluctant to reimburse or expand funding for peo- 
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ple who are not viewed and labeled as having real illnesses. 
Kupers and others who view patients as clients might read 
some Talcott Parsons (4) to better understand some of the 
sociocultural problems in demedicalizing those who are or 
may be ill and some of the arguments against the politically 
well-lubricated attempts of nonmedical practitioners to be- 
come the primary business brokers for the mentally ill. 
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Object Relations Therapy: Using the Relationship, by Shel- 
don Cashdan, Ph.D. New York, W.W. Norton & Co., 1988, 
224 pp., $22.95. 


The term “object relations” reminds me of what happens 
in a sculpture garden at night when there are no people 
around. Psychologist Sheldon Cashdan cuts this oxymoronic 
knot, admitting that human relations is what it is about, 
starting with mother and child, as opposed to the libidinal- 
instinctual Freudian frame of reference. The language of ob- 
ject relations therapy requires a heavy baggage handler in the 
concepts and definitions department, and the author’s sum- 
maries of Klein, Fairbairn, Mahler, Kernberg, and Kohut are 
concise and clear. 

Cashdan wants a place in the sun for object relations the- 
ory, not just a refuge in the shadow of psychoanalysis, 
which, he notes, may ultimately be too antagonistic to this 
particular offspring to share the same habitat. Cashdan does 
not go so far as Stephen Mitchell in his elegant, path-making 
Relational Concepts in Psychoanalysis (1), although he cites 
the earlier work of Greenberg and Mitchell (2). 

Cashdan writes for students and practitioners of individual, 
marital, family, and group therapy. The presentation is so 
structured that it feels pedantic at times, but the vignettes are 
warm and vibrant. A model of therapy evolves that is a real, 
flowing relationship within firmly structured boundaries. 

Ilustrated just enough with case reports, the text presents 
a phase-specific theory of helping: engagement, projective 
identification, confrontation, and termination. A good start- 
ing place for therapists interested in a brief overview of ob- 
ject relations therapy, this book gives the reader, neophyte or 
experienced therapist, a nice theoretical framework to test. 
Basic, clear, and humane, it sparkles with interventions both 
poignant and powerful. These offset the structural rigidity, 
the reified concepts, and the “in” terminology that separates 
pedants from people. 

Cashdan, who has written an earlier text on therapy (3), 
teaches well and treats patients with sensitivity, energy, and 
humor. If we have to live with terms like “object relations,” 
“projective identification,” and “splitting,” a book like this 
helps greatly, showing that the concepts are far, far better 
than they sound. 
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Foundations of Object Relations Family Therapy, edited by 
Jill Savege Scharff, M.D. Northvale, N.J., Jason Aronson, 
1989, 478 pp., $50.00. 


The editor of this book says that it was written to chron- 
icle the struggle of psychoanalysts to integrate intrapsychic 
dynamics with family processes. In the 1950s Wynne and 
others observed role stereotyping peculiar to families that 
included a schizophrenic patient. It wasn’t until concepts of 
pseudomutuality, projective identification, and repressed un- 
conscious object relations developed that two-generation 
family difficulties began to be described by using psychody- 
namic formulations. Parental views of the adolescent and the 
adolescent’s view of the parents came to be seen as distor- 
tions caused by transferences. Others interested in families 
began to make use of theories about projective identification 
(based on Kleinian object relations theory) in group therapy 
workshops based on Bion’s approach. By 1971, Shapiro and 
Zinner, both contributors to this book, had publishec papers 
on family organization from the theoretical stance of projec- 
tive identification. 

The school represented by the authors of this book, in 
contrast to the systems approach of most family therapies, is 
psychodynamic. The authors state that they do not ignore 
systems but work with conscious and unconscious systems of 
relationships within individuals and families. They use object 
relations theory, an individual psychology developed from 
observation of relationships. 

Jill Scharff describes object relations family therapy as 
nondirective listening and deeply personal communication 
with unconscious processes. She reports that the interpreta- 
tions resulting from a personal experience of the family un- 
conscious are likely to be more effective than other interpre- 
tations. The process depends on insight and constant work 
with resistance. 

Object relations therapy moves beyond Freud to the inter- 
personal level. It was derived from study of the early infant- 
mother relationship. Object relations theory suggests that the 
infant's primary need is for attachment to a caring person, 
compared with the classic Freudian theory, which views the 
infant as struggling with drives (libido and aggression) and 
attempting to achieve gratification. Object relations theory 
views the transferences from the infantile period as persisting 
in the form of distortions of present relationships among 
family members. Jill Scharff describes the major theorists and 
their contributions as Fairbairn (types of object relationship 
and the effect on ego development), Dicks (the unconscious 
reasons for marital choice), Klein (projective identification 
derived from the death instinct, which results in ege devel- 
opment from the paranoid-schizoid or depressed positions), 
and Winnicott (the psychosomatic partnership of the mother 
and child). She also recounts the way in which Bien used 
Kleinian concepts to understand small groups and their com- 
plex relationships to the leader. 


Am J Psychiatry 147:9, September 1990 


feo 


Shapiro and Zinner view families as small groups that deal 


. with developmental problems by mutual projective identifi- 


cation processes and subgroup formations. David Scharff 
and Jill Scharff contribute views on how transference and 
countertransference are used in family therapy. 

The 24 chapters of this book focus on adolescent devel- 
opment, projective identification in family organization, a 
description of the group-interpretive approach, the integra- 
tion of individual and family therapy, and the use of an 


_ object relations ee to sexuality. It reprints some pre- 


viously published papers to give a historical and develop- 
mental perspective to object relations family therapy. The 
chapters by Jill and David Scharff are among those which 
have not been previously published and are especially well 
written. They are practical, clinically useful, and illustrated 
with case examples. This combination of individual, inter- 
personal, and systems-oriented therapy will be useful to 
those who wish to understand individual family members as 
well as the family system. 


DONALD G. LANGSLEY, M.D. 
Evanston, Ill. 


Vocational Rehabilitation of Persons With Prolonged Psy- 
chiatric Disorders, edited by Jean A. Ciardiello and Morris 
D. Bell. Baltimore, Johns Hopkins University Press, 1988, 
285 pp., $45.00. 


Walter Neff, a pioneer in the field under scrutiny in this 
collective volume, clearly defines the tone of the effort. Re- 
habilitation “is not so much ‘curative’ as ‘ameliorative,’ with 
the aim of bringing the person to a maximal level of func- 
tioning within the limit of a continuing deficiency of some 
kind” (p. 7). The other contributors elaborate on the polar- 
ities implied here between the therapeutic ideals (maximal 
levels) and the pragmatic realities (limits) of vocational re- 
habilitation. The tension is lively and ultimately unresolved, 
as befitting the current state of this endeavor so crucial to the 
future of our patients with prolonged psychiatric disorders. 
The book sums to a substantial and realistic reflection of a 
field in statu nascendi, struggling to define a workable dia- 
lectic. 

Chapter two outlines with chilling clarity the target pop- 
ulation, who, as noted later by Anthony et al., have all too 
often been taught how to be patients rather than workers by 
our treatment systems to date. Chapter three specifies some 
of the goals of rehabilitative work with this population. One 
set of strategies aims to help the patient fit the environment, 
e.g., by reducing symptoms, fostering insight into illness or 
disability, or tempering unrealistic aspirations. Another set 
aims to match the environment with the patient’s limitations, 
e.g., by anticipating regression, modulating stimulation, or 
emphasizing easily attainable short-term outcomes. The first 
set demands adaptation; the second set offers asylum. Al- 
though they make strange bedfellows, both are necessary and 
both receive ample elaboration in the ensuing chapters. 

Anthony et al., as usual, provide the most conceptually 
clear and comprehensive overview about psychiatric rehabil- 
itative models for instrumental disabilities (impaired work 
functioning may be the most common characteristic of severe 
mental illness), Their approach balances developing the pa- 
tient’s skills and independence on the one hand and marshal- 
ling environmental resources and supports on the other, al- 
though their bias seems to rest with the ideal of instrumental 
autonomy. There is nothing wrong with such a bias (it built 
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the United States), except that it assumes the presence of 
capacities which many of the severely mentally ill simply do 
not possess, such as initiative, drive, ambition, and persis- 
tence. Many of the rehabilitative strategies designed up to 
now, such as social skills training, often assume that patients 
come with motivation and a capacity to learn. As such, they 
preselect for health and have little, if anything, to offer pa- 
tients riddled with deficit psychopathologies. This over- 
sight—a potential Achilles heel to the rehabilitative move- 
ment—is apparent in other chapters as well. For example, a 
chapter about vocational assessment instruments reviews in- 
vestigations using these tools in the general population be- 
cause little or no data exist about their application to psy- 
chiatric samples. This is a bit like a drunk searching for his 
lost wallet under the street lamp because that is where the 
light is. 

The chapter by Bond and Boyer reviewing 21 control stud- 
ies of vocational rehabilitation programs offers a rather stark 
counterpoint to any glib therapeutic zeal. If the outcome 
measure is competitive employment, “the general conclusion 
is that none of the approaches [reviewed] have demonstrated 
efficacy in helping patients achieve and maintain competitive 
employment over any sustained period of time” (p. 52). 
When outcome is paid employment, including transitional 
and sheltered work, eight of 10 studies show that programs 
of intensive support coupled with jobs that are not too de- 
manding help patients ‘ To: at a level beyond usual ex- 
pectations” (p. 252). This, plus the finding that vocational 
gains are often lost after treatment ends, suggests that “‘sup- 
ported work programs may be the best way to increase em- 
ployment rates” (p. 253). The data clearly suggest that pa- 
tients can respond if given work, but they also need long- 
term, indefinite support and programs which accommodate 
to the enduring nature of the disease processes that make up 
these disorders. 

A chapter by Malamud and McCrory describes a transi- 
tional employment program at Fountain House in New York 
City. Fountain House, a clubhouse located close to Times 
Square, offers a continuum of work experiences for psychi- 
atrically disabled patients in the inner city. The continuum 
spans prevocational rehabilitation (real work in the club- 
house), voluntary employment, transitional employment 
(real work in paid employment), supported work, and on- 
the-job training. Asylum services, such as supervised housing 
or evening social and recreational activities, are offered as 
well. The program is highly supportive and allows for move- 
ment backward as well as forward on the employment path. 
The authors document clearly that the process can be very 
long (up to 5 years or more) and is successful only about half 
the time. I found the program description very realistic and 
sobering but also heartening because it documents that a 
great deal can actually be done. 

Equally compelling in its realism, a chapter by McCrory 
carries the reader into the dynamic dimension of the reha- 
bilitative process at the individual patient level. Rehabilita- 
tive concepts are humanized with pithy case vignettes that 
illustrate patients’ uneven, often unpredictable trajectories 
toward (largely successful) rehabilitative outcomes. The dis- 
cussion suffers from a dearth of patients who do not do well 
(and why), although the author does describe typical crises 
that can be anticipated, including crises engendered by suc- 
cess. Sensitive but practical suggestions about the manage- 
ment of these crises are offered. 

There are 17 chapters in all, and like any volume of col- 
lected papers, the quality is spotty. Nevertheless, when good, 
it can be very good. The book also escapes the pitfall of 
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redundancy so common to edited volumes. All in all, I give it 
a “yes.” It tells us something about where we are with psy- 
chiatric vocational rehabilitation and more about how far we 
have yet to go. 


THOMAS H. MCGLASHAN, M.D. 
Rockville, Md. 


Theory and Practice of Brief Therapy, by Simon H. Budman 
and Alan S. Gurman. New York, Guilford Press, 1988, 402 
pp., $30.00. 


This book, which stems from the authors’ work in health 
maintenance organizations (HMOs), presents their view that 
the practitioner of brief therapy should not be constrained by 
any narrow theoretical orientation but should be free to 
choose from the most beneficial aspects of many different 
psychotherapeutic perspectives. Therefore, the brief therapist 
should be pragmatic and eclectic, emphasizing current devel- 
opmental issues in the interpersonal and systemic context of 
problems. The model resembles a primary care model that 
includes significant others in addition to the designated pa- 
tient, and patients may receive many intermittent courses of 
therapy over their lifetimes. 

The authors stress what they call an interpersonal, devel- 
opmental, and existential perspective, detailing how to es- 
tablish a therapeutic alliance within one of five possible ther- 
apeutic focuses: losses, developmental dysynchronies, 
interpersonal conflicts, symptomatic presentations, and per- 
sonality disorders. After four of these focuses are considered 
in great detail, a separate chapter on treatment of the per- 
sonality disorders is followed by chapters on time-limited 
group psychotherapy, time and termination, and, finally, a 
detailed case transcript. 

The writing is clear and easy to read. There are theoretical 
discussions supported by copious references and followed by 
extensive and well-described case material. 

For the beginner there is much practical therapeutic wis- 
dom in this book that must derive from the authors’ many 
years of astute learning of theoretical material and deftly 
applying it to clinical work. For example, I found myself 
nodding my head often at the wisdom of the thought as well 
as how accurately it applied to the clinical intervention. One 
example is their discussion of the issue of asking a patient 
who comes for treatment why he or she came now. From the 
perspective of the psychoanalytic psychotherapist—short- 
term (Sifneos, Davanloo, Malan, and Mann, etc.) or long- 
term—the book has many shortcomings, however. 

The authors exaggerate and distort the psychoanalytic per- 
spective to set up a straw man whom they devalue to contrast 
with the virtues of brief therapy. The book is rife with overt 
and covert examples; the psychoanalytic notion of cure, for 


example, is portrayed as rigid and perfectionist, as is the 
analyst’s notion of time. Thus, while attacking and devaluing 
“pure” theorists, the authors are in the contradictory posi- 
tion of espousing the same thing—except that their theory is 
all-inclusive pragmatism. Brief therapy can stand on its own; 
other perspectives do not have to be distorted in its defense. 

The possibility that the amount of activity undertaken by 
the brief therapist may infringe on the patient’s autonomy 
seems to be of little concern to these authors. For example, 
they state that the therapist should share trial formulations 
with the patient, quickly involve significant others, actively 
influence the patient’s social system, and give the patient 
homework assignments. If the patient had a personality dis- 
order these activities would infringe on the patient’s self- 
activation and sense of responsibility and inevitably produce 
resistance. | suspect the same may occur with many other 
types of patients. 

There is a parallel lack of concern about countertranster- 
ence. In a book that exhaustively covers every other subject 
relevant to brief therapy there is only one page on ceunter- 
transference. | find it difficult to believe that countertransfer- 
ence does not play a much greater role than indicated and 
that it specifically may be involved in the degree of activity of 
many therapists. 

The authors’ perspective on personality disorders is basi- 
cally to treat one of the five focuses unless the patient’s per- 
sonality traits interfere with concentration on the focus. Al- 
though the practical interventions they describe are 
adequate, their lack of understanding is indicated by their 
lumping together borderline and narcissistic disorders in the 
same cluster and using similar techniques for both, umaware 
that these two differ so importantly that they require dif- 
ferent therapeutic techniques. 

In summary, we have two very bright, astute, excellent 
clinicians who have integrated various theoretical ap- 
proaches into a pragmatic model for brief therapy that is a 
treasure trove for the beginner because it contains much clin- 
ical information. However, for the psychoanalytic psycho- 
therapist its devaluation and distortion of the analytic per- 
spective, its glossing over and condensing of so many difficult 
issues, such as how countertransference promotes resistance 
and interferes with patients’ autonomy, seriously detracts 
from the book’s value. 

The authors’ counterposing brief versus long-term analytic 
psychotherapy raises a very basic question. As scientists are 
we to pursue the clinical truth wherever it leads or are we to 
focus on what is cost efficient? I submit that our task is the 
former and hope that these authors can extend their reach to 
accommodate this perspective. 


JAMES F. MASTERSON, M.D. 
New York, N.Y. 


Reprints of Book Forum reviews are not available. 


1248 


Am ] Psychiatry 147:9, September 1990 


a 


Letters to the Editor 





Treatment of Behavioral Disorders in Animals 


Str: As part of a survey of naturalistic animal models of 
psychiatric disorders, I have learned of a number of instances 
in which abnormal behaviors in household pets and farm 
animals were examined and/or treated using a neurobiolog- 
ical framework derived from human studies. For example, 
sleep disorders in dogs have been studied in the sleep labo- 
ratory. In addition, a psychiatrist successfully treated a “‘one- 
man” dog with ECT; the dog had stopped eating and moving 
after his master’s accidental death. 

Most recently, my colleagues and I have treated canine 
acral lick, a syndrome in which dogs repetitively lick their 
paws until the skin ulcerates. A series of dogs responded to 
clomipramine but not desipramine in a double-blind cross- 
over study (1). 

In order to broaden my survey of this area, I would be most 
grateful if psychiatrists who know of physiological and/or phar- 
macological treatment of naturally occurring behavioral disor- 
ders in animals would share their experiences with me. 
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Parkinsonism-Dystonia Syndrome and ECT 


Stir: We read with great interest the article by Richard 
Douyon, M.D., and associates (1) and the editorial by Rich- 
ard Abrams, M.D. (2) regarding the use of ECT in patients 
with Parkinson’s disease. Recently we treated a woman 
with parkinsonism-dystonia complicated by the “on-off” 
syndrome, DSM-III-R major depression, and dysthymic dis- 
order. Her dystonia involved the cervical musculature and 
blepharospasm. 


Ms. A, a 57-year-old Caucasian woman, received nine 
ECTs with the Thymatron instrument, which delivers a 
bidirectional, brief-pulse (1-msec wide) square wave stim- 
ulus. The output current was 900 mA constant, and the 
maximum output voltage was 460 V. During her nine 
ECTs she received succinylcholine, 50 mg once, 40 mg six 
times, and 30 mg twice; methohexital, 60 mg seven times; 
and protopol, 90 mg rwice. The stimulus duration was 2.2 
seconds, and the seizure lasted 30 seconds once, 20 sec- 
onds on five occasions, 15 seconds twice, and 10 seconds 
once. Ms. A continued to take the following medicines 


Am J Psychiatry 147:9, September 1990 


throughout: benztropine, 2 mg h.s.; bromocriptine, 5 mg 
t.i.d.; and carbidopa/levodopa 25/100, 1% tablets t.i.d. 

We evaluated the patient three times: at admission and 
after the sixth and ninth ECTs. Her respective Beck De- 
pression Inventory scores were 39, 25, and 24; Hamilton 
Rating Scale for Depression scores were 46, 33, and 19; 
Parkinson’s Disease Rating Scale scores were 22 (stage II), 
12 (stage II), and 4 (stage II); Dystonia Movement Scale 
scores were 9, 1, and 0; and Disability Scale scores were 5, 
2, and 1. To control for diurnal CNS dopamine receptor 
fluctuations and variability of plasma drug levels, ratings 
were done at the same time of day each time: 5 hours after 
her second dose of dopamine agonist and 10 hours after 
ECT. 


The short half-lives of the pre-ECT medications make it 
unlikely that they affected rating scores, although blood lev- 
els of antiparkinsonian drugs were not ascertained. Further, 
repetitive exposure to barbiturates might induce enzymes, 
hastening antiparkinsonian metabolism and worsening 
scores rather than improving them. 

ECT improved both the parkinsonism and the dystonia in 
this patient. While these data support the hypothesis of ECT- 
induced enhanced dopamine receptor sensitivity (1), other 
explanations are also possible. Patients with parkinsonism 
and dystonia manifest a presumed relative excess of acetyl- 
choline and, sometimes, a relative lack of dopamine (this 
patient responded to dopamine agonists, whereas many pa- 
tients with dystonia respond to dopamine blockers). Cholin- 
ergic hyperfunction has been implicated in parkinsonism, dys- 
tonia, and depression, and ECT may down-regulate central 
muscarinic receptors (3). Parkinson’s disease with depression 
is associated with reduced serotonin and 5-hydroxyin- 
doleacetic acid (S-HIAA) (4), which ECT may reverse (3). 
Dystonia has also been associated with reduced raphe sero- 
tonin and 5-HIAA (5). The focal nature and mild degree of 
dystonia in this patient preclude generalizing about the ef- 
fects of ECT on dystonia. More data are needed to resolve 
these issues. 
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dystonia (dystonia musculorum deformans). Adv Neurol 1988; 
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EDWARD C. LAUTERBACH, M.D. 
NORMAN C. MOORE, M.D. 
Macon, Ga. 


Lorazepam Treatment of Resistive Aggression in Dementia 


Sin: Patients with dementia affecting the frontal lobes are 
typically quite apathetic and abulic, initiating little behavior 
and resisting efforts to help them with personal care (1). Such 
patients may sometimes violently resist any attempts to bathe, 
dress, or otherwise handle them, although they are not delu- 
sional and not aggressive in other situations. We have noted 
that this form of aggression tends to respond poorly to neuro- 
leptics but in many cases responds to lorazepam, a short-acting 
benzodiazepine. The following cases are illustrative. 


Mr. A, a 65-year-old man with a 1-year history of ra- 
diographically confirmed multi-infarct dementia, was well 
oriented but exhibited prominent frontal lobe signs on ex- 
amination, including profound abulia, paratonia, grasp 
and snout reflexes, and poor Thurstone word fluency. He 
required maximal nursing assistance because of the abulia 
but was resistive and often physically violent when bathed 
or otherwise cared for. There was no agitation under other 
circumstances. A trial of haloperidol, up to 4 mg/day, did 
not result in any improvement. Haloperidol was discon- 
tinued, and lorazepam, 0.5 mg b.i.d., 30 minutes before 
concentrated nursing care, was begun. Within several 
days, Mr. A’s aggressive behavior had ceased entirely, and 
his resistiveness had decreased dramatically. Lorazepam 
has been continued for 17 months, and the patient con- 
tinues to do well. 


Mr. B, an 81-year-old man with a 15-year history of 
primary degenerative dementia, was disoriented and glo- 
bally aphasic, with prominent suck and grasp reflexes. He 
exhibited frequent agitation, which often culminated in his 
striking at nurses with his fists, but this happened only 
during care involving physical contact. A trial of thiorid- 
azine, up to 400 mg/day, was ineffective and resulted in 
oversedation. Lorazepam, 1 mg t.i.d., before nursing care, 
was subsequently begun; since then, Mr. B has been much 
more manageable and without aggression. He has success- 
fully continued to take lorazepam for 17 months. 


In both of these cases, aggression was exclusively a func- 
tion of resistance to nursing care. This sort of aggression 
seems quite common, and yet, surprisingly, it has not been 
specifically addressed in the literature. A greater incidence of 
aggressive behavior has been noted in frontally impaired pa- 
tients (1), but this connection to resistiveness has not been 
mentioned. 

Although there are numerous reports of benzodiazepines 
increasing aggression (2, 3), this effect is in reality fairly in- 
frequent, occurring in less than 1% of patients (4). Other 
potential problems with lorazepam include sedation, in- 
creased confusion, and ataxia. The latter is especially of con- 
cern, given the frequently devastating consequences when 
elderly persons fall. Fortunately, none of our patients has 
exhibited any of these problems. Generally, we have found 
that administering the drug 30 minutes before periods of 
concentrated nursing care gives the best result. 
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In our experience, such patients usually do not respond to 
neuroleptics, perhaps because their aggression does net arise 
from misinterpretation and fearfulness (i.e., psychosis) but is 
more an attempt to escape from an aversive situation, nurs- 
ing care being especially disagreeable to the abulic patient. 
This may explain the efficacy of benzodiazepines, which may 
decrease the behavioral effects of aversive stimuli (5). Further 
work is needed to characterize aggression in demented pa- 
tients so that definitive therapies can be developed. 
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JERI FRITZ, M.S. 
JONATHAN T. STEWART, M.D. 
Gainesville, Fla. 


New Extension of the Tarasoff Decision 


Sir: Psychiatrists have felt. besieged in recent years with 
mounting intrusions into the strict confidentiality that is 
deemed especially essential to psychotherapeutic treatment. 
There has been a “steady erosion of the limits of confiden- 
tiality in the post-Tarasoff era, with an emphasis on guarding 
against public peril at whatever cost to patients’ protective 
privilege” (1). The Tarasoff decision promulgated the doc- 
trine that therapists have a legal duty to “pierce the privi- 
lege” of confidentiality and use reasonable care to protect an 
intended victim of violence threatened by the patient. The 
following case illustrates a startling new extension of the 
Tarasoff ruling, taking the initiative away from the therapist 
and authorizing a police search of a therapist’s treatment 
records, which reportedly contained information about his 
patients’ violent propensities. 


Two young brothers notified police that they had found 
both of their parents shot to death by an intruder. The 
brothers were sole heirs to the parents’ multimillion-dollar 
estate. The boys were considered to be suspects. A third 
party told the authorities that the boys were in therapy 
with a psychologist whose records were likely to contain 
incriminating evidence regarding their violent propensi- 
ties. Asserting that disclosures made during confidential 
therapy sessions could be made public under the “immi- 
nent danger” exception to doctor-patient privilege, pros- 
ecutors raided the therapist’s office and seized written 
notes and audiotapes relating to the brothers’ treatment. 
The defendants will claim at trial that only they or the 
therapist could act to “pierce the privilege” (2). 
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Psychiatrists are obligated under the Tarasoff decision to 
breach confidentiality when the patient threatens violence, in 
order to protect intended victims. The case reported here 
raises the alarming prospect that when the therapist fails to 
act when a patient poses an immediate threat to readily iden- 
tified individuals (or when he or she decides that under the 
circumstances disclosure is unwarranted), a third party com- 
plaint to the police may suffice to trigger a search and seizure 
of the therapist’s office records. The legality of this ““Tarasoff 
raid” will be determined at the forthcoming trial. 
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ROBERT LLOYD GOLDSTEIN, M.D., J.D. 


New York, N.Y.. 


Borderline Personality and Multiple Earrings: A Possible 
Correlation? | 


Str: Over the past 6 years of my practice, I have made an 
interesting observation that I would like to share with other 
professionals in the field. I have been studying patients with 
borderline personality disorder that I personally saw in my 
practice, and I have found a strong correlation between hav- 
ing this disorder and having multiple ear piercings per ear- 
lobe. All of the patients were young women between the ages 
of 16 and 32, and their diagnoses were based on criteria from 
DSM-III, including poor social adaptation, impulsive acting 
out, intense affectivity, poor interpersonal relations, and 
mood disorders. Of the total of 52 borderline patients I 
saw during this interval, 44 had multiple earlobe piercings. 
Seven patients had multiple ear piercings but did not fit the 
criteria for borderline personality disorder (all were adoles- 
cents with the conduct disorder diagnosis), in comparison 
with several hundred conduct disorder patients without the 
physical finding. 

I am not aware of any similar observation in the literature 
and welcome any feedback from readers of the Journal. 


ALAN H. ALI, M.D. 
Williamsburg, Va. 


Fluoxetine and Elevated Plasma Levels of Tricyclic 
Antidepressants 


Sir: Frank Schraml, M.D., and associates (1) recently re- 
ported elevated nortriptyline plasma levels in a patient con- 
currently treated with fluoxetine. We are pleased that others 
are confirming our report of this interaction (2). However, 
we believe that it is very important to extend Dr. Schraml 
and associates’ recommendation of caution when these drugs 
are used concurrently. Caution must also be observed even 
when a tricyclic antidepressant is started after fluoxetine has 
been discontinued. 

Fluoxetine’s active N-demethylated metabolite, norfluox- 
etine, has a long half-life of 7-15 days; radiolabeled metab- 
olites of fluoxetine have remained in human subjects for 
more than 20 days (3). Therefore, tricyclic plasma levels 
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may be elevated for several weeks after discontinuation of 
fluoxetine. 

In one of Vaughan’s patients (4), side effects, presumably 
due to elevated tricyclic plasma levels, persisted for several 
weeks after the patient had taken 20 mg of fluoxetine for 
only 3 days. 

We were recently consulted about a patient whose fluox- 
etine, 20 mg/day, had been discontinued; desipramine, 100 
mg/day, had been started the following day. Seven days later, 
she experienced severe postural hypotension. The desipra- 
mine was discontinued; however, the postural hypotension 
continued, requiring her to have complete bed rest for 3 
weeks. The patient’s desipramine plasma level 2 weeks after 
the discontinuation of desipramine was reported as 314 ng/ 
mi. However, the possibility of cirrhosis has not been ruled 
out in this patient. i 

This altered metabolism of the tricyclic antidepressant 
may result in higher and prolonged plasma levels of the tri- 
cyclic after its discontinuation, possibly causing and prolong- 
ing adverse effects. This point is of utmost importance, par- 
ticularly in cases where an overdose of a tricyclic is taken 
concurrently with fluoxetine or within weeks of fluoxetine 
discontinuation. Fluoxetine may at least triple tricyclic 
plasma levels (2). Therefore, if our colleagues are not aware 
of this interaction, a patient with a seemingly nondangerous 
overdose of a tricyclic may not be hospitalized and moni- 
tored, resulting in a fatality. 

If a tricyclic antidepressant is given concurrently with or 
even weeks after discontinuation of fluoxetine, we recom- 
mend starting with one-sixth to one-third of the usual start- 
ing dose, with very careful monitoring of the patient and the 
tricyclic plasma level and much smaller than usual incre- 
ments in the dose of the tricyclic. It is important to realize 
that at present we do not know when tricyclics reach a steady 
state when they are combined with fluoxetine. Fluoxetine 
may even cause nonlinear metabolism of tricyclics (2). Ob- 
viously when fluoxetine is no longer inhibiting the metabo- 
lism of the tricyclic, the dose of the antidepressant may need 
to be increased considerably. 

We believe these precautions should apply to all antide- 
pressants that are not monoamine oxidase inhibitors 
(MAOIs) until more is known about fluoxetine’s effects on 
the metabolism of other antidepressants. At least 5 weeks 
should elapse before an MAOI is started after the discontin- 
uation of fluoxetine (5). 
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Definition of Splitting in Object Relations Theory 


Sır: In his overview article, N. Gregory Hamilton, M.D. 
(1) stated that splitting is a fundamental tenet of object re- 
lations theory. He included self psychology under the object 
relations umbrella, but he defined splitting in a way that is 
incompatible with self psychology. 

For Dr. Hamilton, splitting is a normal developmental 
event that occurs because infants are overwhelmed by con- 
flicted feelings of love and hate directed toward their moth- 
ers. This intolerable intrapsychic state necessitates defensive 
maneuvers and leads the child to split images (or part im- 
ages) of mother and self into the good and bad mother and 
the good and bad self. Later these images must be united into 
whole objects that are ambivalently cathected. Failure to ac- 
complish this unification is a principal source of much seri- 
ous psychopathology. Splitting is considered a uniform de- 
velopmental step necessitated by the fundamental nature of 
normal aggressive and libidinal drives. This theory of split- 
ting was developed by reconstructing data from clinical work 
with patients rather than through observation of infants. 
Current developmental research disputes the idea that split- 
ting is a normal developmental step (2). 

Kohut (3) understood splitting and the libidinal and ag- 
gressive drives that necessitate it in a way that is compatible 
with developmental research, but Dr. Hamilton and others 
misinterpret Kohut’s position. Kohut insisted that aggressive 
self-assertion and healthy sexuality are an essential part of 
normal life. These drives often engender conflict, but the 
conflicts become clinically relevant only when the drives are 
distorted or intensified by an unsatisfactory caretaking envi- 
ronment, Self psychologists consistently address the impas- 
sioned forms of these drives. They work with narcissistic 
rage and sexuality that is isolated from intimate relation- 
ships. This sort of sexuality and aggression is not normative. 
Rather, it is the breakdown product of both developmental 
and ongoing difficulties in finding sufficient, sustaining self- 
object support. 

This point is central: splitting and other symptoms are 
usually precipitated by disruptions in relationships that the 
patient requires for maintaining self-cohesion (4). Such a 
rupture recapitulates traumatic circumstances from child- 
hood, intensifies affect, and provokes intolerable rage. But 
the patient must also preserve some aspect of the selfobject 
bond to the frustrating object. Splitting is one of the defen- 
sive maneuvers that patients use to cope with these conflicted 
needs. 

For self psychologists, the correct therapeutic intervention 
ordinarily is to try to understand what caused the rupture, 
what the intrapsychic and behavioral consequences were, 
what predisposed the patient to the injury, and what led to 
the unique defenses and then to repair the rapport. When 
therapy is conducted using this approach, confrontational 
techniques recommended by Kernberg (5) and others are 
generally unnecessary. Worse, confrontation often leads to 
further dismemberment of the relationship and magnifies 
symptoms. 

There are fundamental theoretical and therapeutic differ- 
ences that separate self psychology and some other ap- 
proaches. If object relations theories are united by the real- 
ization that our humanness comes into being through 
relationships, self psychology belongs under that umbrella. 
The way splitting is understood divides rather than defines 
the various object relations theories. 
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HOWARD S. BAKER, M.D. 
Philadelphia, Pa. 


Dr. Hamilton Replies 


Sir: Dr. Baker points to a very important area of contro- 
versy within object relations theory: does splitting exist as a 
universal and normal developmental step? In doing so, he 
has taken a polar position opposing self psychology to the 
other object relations theories. 

Let us begin with areas of agreement. Splitting does exist 
as an important mental mechanism. In adults, splitting is 
often called on at times of loss of sustaining objects or loss of 
self-esteem. These are two important areas of agreement. 

Now, for the areas of disagreement. I contend that most 
theorists agree that splitting is universal and normal in early 
life, but for different reasons. For self psychology (1), split- 
ting is universal and normal because empathic failures are 
inevitable—no one has perfect attunement. For Kleinians (2), 
splitting is universal because of unmanageable drives. Kern- 
berg (3) sees splitting as necessary for handling overwhelm- 
ing affects, not drives, | have suggested that neurophysiolog- 
ically determined cognitive inability to hold opposites in 
mind at the same time can result in splitting, as can other 
problems. 

Dr. Baker is not unique in overstating his polemical posi- 
tion by equating the worst of Kleinian drive theory with all 
of modern American object relations theory. As | stated in 
my recent article and elsewhere (4), object relations theories, 
including self psychology, are not fundamentally compatible 
with linear drive theory and should not be taken to task for 
Klein’s excesses in this direction. 

I do agree, as do most modern theorists, that Klein’s view 
was too singular and not compatible with modern infant 
research. I also, however, find Kohut’s view equally narrow 
and consequently unsatisfactory. Splitting does not only arise 
from infant drives, as Klein would have it, or from parental 
or therapist failures, as Dr. Baker would have it. It seems to 
me that splitting can occur when affects are overwhelming, 
when needs are pressing and unmet, when there is a neuro- 
physiologically determined failure of integrative ego func- 
tion, and when social groups divide themselves arcund us 
into black and white camps. 

| do not see any need for clinicians or theorists, interested 
in self and others and in the internalizing and externalizing 
processes, to divide themselves into diametrically opposed 
camps on this issue of what causes splitting—nature or nur- 
ture. Let us keep studying the issue and see what comes of it 
in the future. 


Am ] Psychiatry 147:9, September 1990 


nl 


o 


REFERENCES 


1. Kohut H: The Analysis of the Self. New York, International 
Universities Press, 1971 

2. Segal H: Introduction to the Work of Melanie Klein. New York, 
Basic Books, 1964 

3. Kernberg OF: Self, ego, affects, and drives. J Am Psychoanal 
Assoc 1982; 30:893-917 

4, Hamilton NG: Self and Others: Object Relations Theory in 
Practice. Northvale, NJ, Jason Aronson, 1988 


N. GREGORY HAMILTON, M.D. 
Portland, Ore. 


Role of Anger in Posttraumatic Stress 


Sir: The article on Janet by Bessel A. van der Kolk, M.D., 
and Onno van der Hart, Ph.D. (1) was one of the clearest 
psychiatric articles I’ve read for some time. No jargon, very 
few obtuse psychiatric words, generally modern language— 
in short, good communication. I felt, however, that there was 
little overt discussion of the most important emotion that has 
to do with survival: anger. That is probably what Janet 
meant by “vehement emotion,” but we should call it what it 
is. The authors used the popular word “‘stress,” which is 
putting the emphasis “out there” rather than facing the fact 
that the emotional and physiological reaction is our anger. 
Very little of what we call stress is not anger, but we do not 
want to face our own unacceptable feelings. 

In working many years with chronic pain patients, many 
with posttraumatic stress disorder (PTSD), I have seen early 
childhood trauma in more than 90%. There really seems to 
be little difference between the reactions in childhood trauma 
and PTSD. The life threat and resulting anger inhibit many 
actions by dissociation, because of the ensuing guilt and fear 
of one’s own destructive rage. Repression helps avoid action 
that might threaten survival. 

Why don’t we talk openly about anger and accept its 
value? It is a wonderful and powerful emotion that keeps us 
surviving. Without a fight we die. 
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EDWARD C. NORMAN, M.D. 
New Orleans, La. 


Dr. van der Kolk and Dr. van der Hart Reply 


Sır: We are grateful to Dr. Norman for his appreciative 
comments about our article and for the opportunity to fur- 
ther spell out both Janet’s and our own understanding of the 
role of anger in posttraumatic stress. Although Janet wrote 
extensively about emotions, he did not assign a central role 
to anger. He distinguished between “sentiments,”’ which reg- 
ulate adaptive action, and “emotions,” mental disturbances 
that prevent appropriate accommodation to reality (1). Janet 
emphasized the necessity of taming the excessive excitement 
that accompanies fear and anger before being able to take 
effective action. He thought that “making intellectual sense 
of an unexpected challenge leads to proper adaptation and a 
subjective sense of calm and control” (2, p. 409). Raw energy 
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(“psychological force”) needs to be harnessed by proper as- 
sessment of what is going on (“psychological tension”) to 
permit action appropriate to current exigencies and to inte- 
grate present reality with preconceived ideas. 

An event may become traumatic when one is unable to 
make sense out of it and take appropriate action to affect its 
outcome. Janet thought that when people feel helpless, their 
“vehement emotions,” such as rage or fright, interfere with 
mobilizing a purposeful response (1). His descriptions of the 
range of these vehement emotions are reminiscent of what 
Walter Cannon later defined as fight, flight, or freeze re- 
sponses. In addition to these acute reactions to traumatizing 
experiences, Janet proposed an early model of state-depend- 
ent learning: because memories of these upsetting events are 
left unintegrated and patients continue on some level to be 
aware of having failed to react effectively at the first instance, 
later experiences reminiscent of the prior stress may subcon- 
sciously be perceived as a return of that threat and precipi- 
tate “somnambulistic crises” in which the patient recapitu- 
lates aspects of the traumatic experience (including rage). 

Janet saw anger as an emotion that always energizes, 
sometimes into adaptive action, at other times merely taking 
the form of a random discharge of pent-up emotions, par- 
ticularly in the presence of convenient targets (3). He de- 
scribed chronic and severe anger as only one of several po- 
tential expressions of the generalized agitation seen in 
traumatized patients: “one important expression of [post- 
traumatic] agitation, anger, often becomes delirious” (3, p. 
153). 

Over time, the central role of anger in trauma has become 
clearer; when Abraham Kardiner first spelled out the human 
trauma respanse to American audiences in 1941, he de- 
scribed persiszent anger as one of the hallmarks of posttrau- 
matic stress. Today, there is good evidence that traumatiza- 
tion invariably leads to difficulty in modulating anger. This 
may range from the “hate addiction” described by Krystal 
(4) and the g-ossly disinhibited anger in many traumatized 
people who live to victimize others (5) to the inhibition of the 
expression of anger, seen commonly in incest victims and, 
probably most frequently, in the patients whom Dr. Norman 
mentions in his letter, those who suffer from chronic pain 
after an accumulation of traumatic experiences (4). 
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BESSEL A. VAN DER KOLK, M.D. 
ONNO VAN DER HART, PH.D. 
Boston, Mass. 


Comments on Bulimia 
Sir: The recent article by Albert Stunkard, M.D. (1), “A 
Description of Eating Disorders in 1932,” presented a de- 


tailed clinical description of bulimia as perceived by the psy- 
choanalyst Moshe Wulff. It is worth noting that Wulff also 
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emphasized the precipitation of this disorder by “a loss of 
love...an insult to the patient’s narcissism,” the relation- 
ship of the disorder to hypersomnia, and patients’ generally 
hysterical appearance and marked mood lability. They seem 
to closely resemble our description of patients with hysteroid 
dysphoria (2). 

The hypothesis that hypersomnia, hyperphagia, and rejec- 
tion sensitivity are all manifestations of an unstable appeti- 
tive-pleasure and mood-regulatory system related to with- 
drawal of an amphetamine-like substance is interesting, 
especially considering the beneficial impact of the mono- 
amine oxidase inhibitors on all aspects of the syndrome (3). 
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DONALD F. KLEIN, M.D. 
New York, N.Y. 


Sir: Dr. Stunkard’s article on eating disorders in 1932 was 
a notable contribution to the history of psychiatry. Some 
notes at hand can add to his story. 

When one is tracking the early use of words, it is helpful to 
rush first to the Oxford English Dictionary. Under ‘“bulimy,” 
the OED notes that Trevisa in 1398 described ‘‘bolismus” 
as “inmoderate and unmeasurable as it were an hounds 
appetyte’; with respect to its variant word “‘bolisme,” 
“Houndes have contynuall Bolisme, that is inmoderate 
appetyte.”” 

Like all words, “bulimy” has been modified in form and 
meaning over the years. “Bulimy” was used before the time 
of Trevisa, by the Arabs, the Romans, and the Greeks, hence 
the Greek boulimos, from bous (ox) and limos (hunger), and 
from this, the Latin bulimus. Gluttony and gorging were 
well-known in classical times, as was vomiting from the 
stuffing-in of food. 

The term “bulimy” and variants have been used through 
the centuries to denote insatiable, immoderate, and morbid 
appetite (usually in “‘maniacks” and “ideots”) as, for exam- 
ple, canine appetite or hunger (appetitus caninus, fames 
canina). 

Those readers who are interested in the history of words 
should try variant spellings of “bulimy” as noted in the OED 
and also “adephagia,” “bupeina,” “‘cynorexia,” “hyper- 
orexia,” and the several words about perverted appetite, 
such as the well-known “pica” and “autophagia,”’ “‘ster- 
cophagia,” and other “phagias” from hair to nuts and bolts 
etc.—Le., anything! 


EDWARD L. MARGETTS, M.D. 
Vancouver, B.C., Canada 

The Antisocial Personality Disorder Diagnosis 
Sir: I believe that Linda J. Gerstley, Ph.D., and associates 


(1) raised an important issue that should be addressed before 
DSM-IV is carved in stone: what is a psychopath, and how 
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does that diagnosis relate to the DSM-III-R diagnosis of an- 
tisocial personality disorder? 

When I was trained in the use of the Washington Univer- 
sity criteria (2) in the mid-1970s, | was told not to give a 
diagnosis of antisocial personality to a patient whese anti- 
social behavior developed after or concurrently with a drug 
abuse problem. The implication was that drug abuse may 
lead to antisocial behavior but that the drug abuser might 
not have an antisocial personality. The diagnostic strategy 
was to capture the antisocial personality with operational- 
ized criteria because inner psychological mechanisms could 
not reliably be ascertained, but the core concept of psychop- 
athy—the extended narcissism noted by Cleckley (3) and 
others—-was retained. 

After several years in a forensic setting, | came to a con- 
clusion about the DSM-III diagnosis of antisocial personality 
disorder: the syndrome thus described is a behavior pattern 
that can be associated with a number of personality disor- 
ders. One would normally expect to see a “criminal” per- 
sonality structure (4), with narcissistic and hysterical pat- 
terns also common. However, I have seen borderline 
personalities, “disturbed children” acting out as adults, and 
the old “dyssocial” types of personalities associated with 
what I have come to call the antisocial behavior disorder, 
which belongs, I think, on axis I. 

Does the constellation of behaviors in the DSM-LI-R di- 
agnosis of antisocial personality disorder have any atility? | 
think that it does. In DSM-I terms it would be an antisocial 
“reaction.” The collection of behaviors occurs relatively of- 
ten and gets the person into difficulties. However, whether 
the syndrome is conceptualized as a clinical disorder or is 
given a V code (it is often “the focus of attention” [DSM- 
IH-R, p. 359]), it belongs on axis I. 
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EDWARD HUME, M.D., J.D. 
Syracuse, N.Y. 


Mania After Nicotine Withdrawal 


Sir: The mania of the patient in a case recently reperted by 
Franco Benazzi, M.D. (1) may well have been precipitated by 
nicotine withdrawal, However, before one can firmly make 
this assumption, further data are needed. 1) What was this 
man’s premorbid personality (cyclothymic etc.)? 2) What 
was his emotional status during the years he was a smoker? 
3) What, if any, nicotine withdrawal symptoms did he 
experience? 

Untoward results certainly may occur with cessation of 
smoking (2). It may often be necessary to treat associated 
psychiatric symptoms (3). If the patient is drinking more 
than the equivalent of two to three cups of coffee a day, it is 
advisable to reduce the caffeine intake; otherwise, anxiety 
will mount when nicotine is discontinued. Antidepressants 
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(4, 5) and benzodiazepines may be helpful adjuncts in smok- 
ing cessation. 

The possible role of renal dialysis in the case report was 
unclear, with seemingly contradictory statements: 1) “Ten 
days before the appearance of these symptoms he had started 
dialysis” and 2) “significant changes in the patient’s behavior 
had been observed by his wife well before he first started 
dialysis.” 

Until these points are clarified, the relationship between 
smoking cessation and mania in this man remains conjectural. 
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SHELDON B. COHEN, M.D. 
Atlanta, Ga. 


Dr. Benazzi Replies 


Sır: Dr. Cohen would like to know about this patient’s 
premorbid personality, emotional status during the years he 
was a smoker, and nicotine withdrawal symptoms. In a fur- 
ther interview with the patient and his wife, I obtained the 
following data. He had always been quiet, stable, light- 
hearted, and a little suspicious. He had no personal and fam- 
ily history of psychiatric disorders. He had started smoking 
when he was 8 years old (he was 57 years old when he 
stopped smoking and developed mania). Soon after nicotine 
withdrawal he experienced the symptoms of craving for nic- 
otine, irritability, anxiety, and difficulty concentrating. 

Dr. Cohen states that I made contradictory statements 
about the role of renal dialysis in the development of mania 
in this patient. I don’t think I made contradictory statements. 
In fact, in the case report I stated that “the clinical picture of 
mania with psychotic features” [italics added here] was ob- 
served 10 days after he had started dialysis, but manic symp- 
toms (irritability, insomnia, hyperactivity, difficulty concen- 
trating) had appeared some weeks before dialysis was started 
and after nicotine withdrawal. 


FRANCO BENAZZL M.D. 
Forli, Italy 


Partial Hospitalization and Psychotic Patients 


_ SR: In their recent article, Susanna Parker, M.D.; and 

James L. Knoll IU, M.D. (1) asserted that ‘‘partial hospital- 
ization is as effective as inpatient care in treating psychotic 
patients who do not present an imminent risk of violence.” 
To support this assertion, they cited two randomized, con- 
trolled trials that compared partial hospitalization with in- 
patient care (2—4). Close inspection of these studies reveals 
that Drs. Parker and Knoll’s generalization is unwarranted. 

In the first study (2), Zwerling and Wilder randomly as- 
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signed a group of newly admitted hospital patients to day 
hospital treatment, which lasted for a median of 2 months, 
or inpatient care, which lasted for a median of 3 weeks. Of 
the schizophrenic patients assigned to partial hospitalization, 
40% were treated without transfer to full hospitalization, 
36% were transferred, and 24% were rejected from partial 
hospitalization. Patient and family factors were the most 
common reason for transfer or rejection. Behavioral symp- 
toms observed by the day hospital psychiatrists accounted 
for only 6% of the schizophrenic patient rejections and only 
4% of the schizophrenic patient transfers. Most of the 
schizophrenic patients who were transferred for inpatient 
care were transferred during their first day of partial hospi- 
talization, and most of these transfers were for more than a 
week in duration (2). At 2-year follow-up (3), the results 
were quite mixed. A trend toward poorer outcome for the 
partial-hospitalization patients was apparent in the male 
schizophrenic subsample, who had experienced earlier and 
more frequent hospitalizations, greater unemployment, and 
lower self-ratings than their inpatient counterparts. For the 
female schizophrenic patients, the rate of rehospitalization 
was lower for the partial- than for the full-hospitalization 
group. Unfortunately, no specific measures of functional out- 
come were presented to reinforce this finding. 

In the second study (4), Herz et al. randomly assigned a 
carefully selected group of patients, after an average of 3 
inpatient days, to either day treatment or continued inpatient 
care. More patients were excluded because they were too 
disorganized or lacked family (N=91) than because they 
were perceived to be at risk for suicidal or violent behavior 
(N=75). These and other exclusion criteria resulted in a 
study sample with only a small minority of patients who had 
had two or more previous hospitalizations (15% in the par- 
tial-hospitalization group and 27% in the full-hospitaliza- 
tion group). Because no analyses were presented for the psy- 
chotic or schizophrenic subsamples, this study does not 
permit one to draw conclusions about the relative efficacy of 
partial and full hospitalization for psychotic patients. 

In their update, Drs. Parker and Knoll provided an infor- 
mative analysis of the complexities behind the underutiliza- 
tion of partial hospitalization. However, beyond the impor- 
tant professional, attitudinal, and financial barriers identified 
by the authors, important questions about efficacy remain to 
be adequately addressed. Specifically, the clinical indications 
and contraindications for partial hospitalization remain to 
be well defined by rigorous empirical study. 
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Dr. Knoll and Dr. Parker Reply 


Sir: Dr. Olfson’s comments are obviously well researched 
and well thought out, and we are in full agreement with him. 
It should be noted that our article was reviewing the litera- 
ture and not necessarily testifying to its validity. The two 
studies on partial hospitalization of psychotic patients re- 
ferred to by Dr. Olfson were flawed in that they excluded 
patients who lacked a stable family/environment support sys- 
tem. However, it should also be noted that this is one of the 
major indications for partial hospitalization. We certainly 
support the call for more rigorous empirical study. Our po- 
sition, however, is that until the “important professional, 
attitudinal, and financial barriers identified by the authors” 
are overcome, these studies will be hard to perform. Unfor- 
tunately, rigorous empirical studies are exactly what is 
needed. 


JAMES L. KNOLL IH, M.D. 
SUSANNA PARKER, M.D. 
Dallas, Tex. 


Comments on Process Theory and Psychiatry 


Sir: I would like to point out two serious errors in logic in 
the article by Hector C. Sabelli, M.D., Ph.D., and Linnea 
Carlson-Sabelli, R.N., M.S., applying Heraclitus’s process 
theory to psychiatry (1). 

First of all, we must recognize that while we are being 
offered a theoretical approach to understanding our patients, 
it is only theory and, as such, unprovable. Godel (2) was able 
to show that consistency does not indicate validity. Dr. Sa- 
belli and Ms. Carlson-Sabelli indicated a number of times 
how well their approach “works,” which is an indication 
of consistency but not validity. If one looks at information 
a certain way and draws the conclusion that the data sup- 
port the interpretation, one has achieved consistency but not 
validity. 

The second error is the authors’ demonstration of differ- 
ences between process theory and conflict theory. Viewing 
conflict theory through the glass of process theory, they find 
conflict theory insufficient for understanding and managing 
patients. This is like using Euclidian geometry to validate 
Lobochevski’s views about parallel lines meeting. If we ac- 
cept Euclid’s axioms and postulates and view space as pla- 
nar, Lobochevski is “wrong.” If we accept Lobochevski’s 
axioms and postulates and view space as curved, then Euclid 
was “wrong” (3). The error in logic is that each system is 
internally consistent yet cannot be used to determine another 
system’s validity. 

While process theory appears to have value for the prac- 
ticing psychiatrist, for the reasons I have mentioned one can- 
not state that it has value over other approaches. The ability 
to change approaches on an as-needed basis is the essence of 
eclecticism. The ability to use varying and possibly incom- 
patible approaches, rather than the inability to do so, ts gen- 
erally more helpful for patients, not forcing the situation to 
fit the Weltanschauung of the psychiatrist. The authors’ ex- 
ample of depression treated “only” with psychopharma- 
cological agents is a good example. As they put it, “Psycho- 
pharmacological treatment without psychotherapy implies a 
materialistic theory of biological psychiatry in which mental 
dysfunctions are simply biological illnesses.” While a more 
holistic approach is theoretically desirable, there are indeed 
patients who do not wish to involve themselves in psycho- 
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therapy and yet do quite well with psychopharmacological 
treatments alone. The doctor-patient relationship implies 
that the doctor and the patient decide on the course of treat- 
ment together and agree on how the process of treatment will 
be understood. The statement I have quoted is not indicative 
of respect for the patient’s point of view. The articie’s case 
report seemed to me to show that respecting the patient’s 
view of himself or herself is more beneficial to the outcome of 
a therapeutic endeavor than forcing the patient to fit into a 
preexisting paradigm in the psychiatrist’s mind. The para- 
dox, then, is how to approach a patient in a framework of 
understanding and yet understand the patient’s coneerns on 
his or her own terms. The resolution of this conflict, if you 
will, is the creation of the therapeutic alliance, which has 
been demonstrated to be one of the essential factors in a 
successful outcome of treatment (4). 
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DOUGLAS A. LANDY, M.D. 
Traverse City, Mich. 


Dr. Sabelli and Ms. Carlson-Sabelli Reply 


Sir: We confess to Dr. Landy that we have committed the 
twin errors of rethinking critically our assumptions, rather 
than accepting them unconsciously or dogmatically, and of 
attempting to test one theory against another through exper- 
iments and clinical observations. Theories cannot be proven 
but can be supported or refuted. Theories suggest how to 
collect relevant data for both research and clinical purposes. 

Freud defined depression as anger turned inward, and 
Cannon saw fight or flight as alternatives. Process. theory 
conceptualizes anger, fear, and discouragement as coexist- 
ing, opposing, and complementary responses to conflict (1). 
Longitudinal studies (2) indicate that rage, anxiety, and de- 
pression are positively correlated. This experimental evi- 
dence for the conflict theory of affect indicates the need 1) to 
search for and treat the conflicts that may be the cause of 
anxiety or depression and/or the result of the conflictual be- 
haviors produced by affective disorders of metabolic origin 
and 2) to treat anger when treating anxiety or depression, 
and vice versa. 

We developed a bifurcation model for bipolar illness that 
accounts for many of its clinical features and suggests specific 
therapeutic interventions (3). Bipolar illness is often seen as 
resulting from the failure of neuroamine synaptic transmit- 
ters to restore homeostatic equilibrium (point attractor 
model) or as an excess of endogenous rhythms (periodic at- 
tractor model). Process theory suggests that bipolar illness 
results from an increase in the flow of physical energy in the 
brain, resulting in an increase in flows toward equilibrium in 
point attractors (hyperreactivity of defenses), periodic attrac- 
tors (diurnal, monthly, seasonal, and idiosyncratic cycles), 
and chaotic attractors (psychological and marital storms; 
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psychoses), which in turn produce novel and complex “dis- 
sipative structures” (enhanced creativity in hypomanic 
states; creation of psychotic delusions and personality dys- 
functions). 

Recognition that biological and psychological processes 
are aspects of the same process can guide research on diag- 
nosis and treatment, suggesting a fixed relation between af- 
fect and synaptic activity. Acetylcholinergic substances have 
been shown to trigger rage in cats, and we are successfully 
using atropinic cholinergic blockers to treat marital (4) and 
other forms of hostility. By monitoring phenylacetate excre- 
tion, we appear to be able to characterize a form of depres- 
sion and to differentiate depression with panic attacks from 
pure panic disorder (5). We found phenylacetate excretion to 
vary synchronously in divorcing spouses (3), which ilus- 
trates our concept of the supremacy of the complex, i.e., how 
psychological processes can dominate biology (1). 

The comprehensive approach to psychiatry implied by 
process theory does not hinder the patient’s freedom to 
choose treatment but highlights the psychiatrist’s responsi- 
bility to indicate when biological, family, or individual ther- 
apies are needed. Ethical considerations should prevent cli- 
nicians from treating biological illness with psychotherapy 
only, personality dysfunctions with psychopharmacology 
only, or marital conflict as an individual dysfunction. Col- 
leagues renowned as psychopharmacologists do excellent 
psychotherapy through the act of prescribing. 
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HECTOR C. SABELLI, M.D., PH.D. 
LINNEA CARLSON-SABELLI, R.N., M.S. 
Chicago, Ill. 


Psychotherapy Training for Residents 


Sır: As someone who has been involved in both residency 
education and psychotherapy teaching for several years, | 
read with interest the report of the joint task force of the 
Association for Academic Psychiatry and the American As- 
sociation of Directors of Psychiatry Residency Training on 
psychotherapy training for psychiatric residents (1). I feel 
that their recommendations were overall quite balanced and 
should be acceptable to a broad range of psychiatrists. I 
would, though, like to present an additional idea for consid- 
eration and possible implementation. 

It seems clear, as the authors of the report suggested, that 
as the biological model has become more prominent, there 
has been a general erosion in psychotherapy skills among 
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younger psychiatrists and trainees. Except through postgrad- 
uate psychoanalytic training or such things as family therapy 
training institutes, there is no organized way to obtain fur- 
ther intensive training in psychotherapy. Additionally, al- 
though there has been discussion in the psychoanalytic com- 
munity about the interface and overlap of psychoanalysis 
and the other psychotherapies, the psychoanalytic institutes, 
in general, teach from a pure psychoanalytic model. 

Therefore, I suggest the organization of fellowship training 
programs in the psychotherapies that would span 2 years and 
provide wide-ranging, intensive training in psychoanalytic, sup- 
portive, family, and group therapies. This would help to create 
a group of psychotherapy subspecialists who could provide 
treatment and supervision for a broad range of patients. 

As more of our patients are treated with multiple modal- 
ities (combinations of medication and psychotherapies), care 
is often fragmented, with psychotherapy provided by one 
clinician and medication by another. My personal experience 
has suggested that this arrangement is far from optimal. The 
training I am suggesting would create a group of psychia- 
trists uniquely prepared to provide comprehensive treatment 
of these patients. 

I feel that this is an idea whose time has come, and I would 
be interested in any feedback from the authors of this report 
or from the general psychiatric community. 
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VICTOR SCHWARTZ, M.D. 
155 East 38th St., Apt. 2A 
New York, NY 10016 


Sir: It was gratifying to read the article on psychotherapy 
training for the psychiatrist of the future. The authors are to 
be commended for taking a forthright and positive stand 
regarding the place of insight-oriented, dynamic psychother- 
apy in the training of psychiatric residents and for proposing 
a curriculum that seeks to make possible this important 
experience. 

Valuable as the article by Dr. Mohl and associates is, there 
are several points pertaining to this general topic that I be- 
lieve deserve special emphasis. 

1. Insight-oriented, dynamic psychotherapy is not simply 
one of the many forms of treatment available in psychiatry 
today; it is intimately related to the substance of the doctor- 
patient relationship as it applies to our field. 

2. Experience in doing fairly intensive dynamic psycho- 
therapy is essential if residents are to understand the meaning 
of basic concepts such as transference, countertransference, 
and therapeutic alliance. In the abstract, these remain just 
words, and their importance is not learned by doing only 
short-term, supportive work. In a similar vein, established 
psychiatrists cannot claim to be psychotherapeutically in- 
formed or equipped to supervise others in the area of psy- 
chotherapy unless they actually practice what they supervise 
(surgeons learned long ago that they need to spend time in 
the operating room, every day). 

3. The proposal by Dr. Mohl and colleagues for a psy- 
chotherapy curriculum is, in fact, quite conservative. They 
suggest that each resident spend a minimum of 200 hours 
treating patients with dynamic psychotherapy. That amounts 
to about 1 hour per week over 4 years, or about 1.3 hours 
per week over 3 years. This is very little. One would not 
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expect someone to learn how to play tennis or the piano by 
practicing only an hour a week; one wonders how that could 
be enough to learn psychotherapy. Also, the authors estimate 
that approximately 13% of the residents’ training time 
should be devoted to learning psychotherapy. It would have 
been helpful if the authors had spelled out how the remaining 
87% of their time ought to be apportioned, at least in broad 
categories. Residents really struggle to find time in their 
crowded days for everything they need to do and want to 
learn, and they seek guidance in how to put it all together. 
I remember that when | was a medical student, Elvin Sem- 
rad (then a prominent teacher of psychiatry in Boston) told 
us that if we wanted to learn about psychiatry, we should 
each “buy a good suit with two pairs of pants [he empha- 
sized with his voice the word ‘good’] and then plan to sit 
with patients until we had worn through the seat of both 
pairs.” One wishes things could be that simple again. 


PIETRO CASTELNUOVO-TEDESCO, M.D. 
Nashville, Tenn. 


Sır: The Special Article on psychotherapy training for the 
psychiatrist of the future has stirred us to reply with a letter 
of commendation. We too are concerned that with the cur- 
rent explosion of psychiatric knowledge, psychodynamics 
may become underemphasized in psychiatry residency edu- 
cation, and psychotherapy training may become an elective 
experience. We note that psychiatric residents, in addition to 
psychiatric educators, debate whether psychotherapy should 
be taught to psychiatric residents (1—4). 

Our sole disagreement with Dr. Mohl and associates is 
that they presented a model curriculum with minimum train- 
ing in psychodynamic psychotherapy for resource-poor pro- 
grams. We feel that the original model curriculum should be 
the minimum curriculum! 
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STANLEY P. OAKLEY, JR., M.D. 
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Dr. Mohi and Associates Reply 


Sir: We have no disagreement with Dr. Schwartz’s recom- 
mendation of fellowships in psychotherapy training. With the 
reduction of time spent on psychotherapy education ir general 
residency, this seems to be a likely “growth area” for psychi- 
atric educators. We want to be sure, however, that al psychi- 
atrists have the minimum experience in psychotherapy, in order 
to accomplish the various goals outlined in our article and em- 
phasized in the letter from Dr. Castelnuovo-Tedesco. 

We appreciate Dr. Castelnuovo-Tedesco’s underscoring 
and elaboration of two of the more important ratiorales for 
our proposal, which is indeed a conservative one in terms of 
the total number of hours devoted to psychotherapy. It is an 
unfortunate reality that many programs will not be able to 
provide more than this basic exposure. While we cannot 
answer the question about how residents spend the -emain- 
ing 87% of their time, if a program meets all the -equire- 
ments of the essentials, at least that much time is spent meet- 
ing the other requirements. 

We also agree with Dr. Finestone and colleagues rhat the 
original model curriculum should be the minimum curricu- 
lum, but the curriculum for resource-poor programs is an 
attempt to speak out for a minimum standard in an imperfect 
world. 


PAUL C. MOHL, M.D. 
Dalas, Tex. 

JAMES W. LOMAS, M.D. 
Houston, Tex. 

ALLAN TASMAN, M.D. 
Farmingtor, Conn. 
CARLYLE H. CHAN, M.D. 
Milwaukee, Wis. 

PAUL SUMMERGRAD, M.D. 
MALKAH T. NOTMAN, M.D. 
Bostow, Mass. 


Further Views on Patient-Therapist Sex 


Sir: I was amazed by the accusatory tone and cortent of 
the letter from Judith V. Jordan, Ph.D., and colleagues (1) in 
response to the article by Thomas G. Gutheil, M.D., on pa- 
tient-therapist sexual misconduct (2). While we all agree on 
the need to avoid blaming the victim, the treatment of pa- 
tients with severe developmental disorders and life -rauma 
involves developing a context for dialogue. There is nc doubt 
that diagnostic categories may have stigmatizing ccnnota- 
tions and can be used in a reductionistic manner to discount 
the social causes of illness. The leprosy of yesteryear end the 
AIDS of today are diagnostic categories that have been mis- 
used in this way (3). The solution to such fallacies is to 
address the potential for such errors and biases in ethical and 
clinical reasoning as a central part of graduate, postgraduate, 
and continuing education (4, 5), rather than to deny the 
aspects of clinical reality about which Dr. Gutheil wrote. 

I have heard also from female supervisees about female 
patients’ demands for sexual contact, and it is clear that an 
understanding of such demands, rather than acting uonethi- 
cally or reacting moralistically, is what is needed. This re- 
quires exploration of the unique aspects of the patient’s 
experience and the therapist’s countertransference feelings as 
well as therapeutic alliance building. Supervisees wh> have 
received training in mental health ethics seem particularly 
apt to put such supervision to good use. 

Resorting to gender-specific stereotypes in response to ei- 
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ther patient illness or therapist misconduct advances neither 
the goals of treatment nor feminism any further than the 
biases unjustifiably attributed to Dr. Gutheil. As a colleague 
and coauthor for more than a decade, I speak with some 
confidence about the lack of foundation for the accusations 
made against Dr. Gutheil. 


REFERENCES 


1, Jordan JV, Kaplan A, Miller JB, et al: More comments on pa- 
tient-therapist sex (letter). Am ] Psychiatry 1990; 147:129-130 

2. Gutheil TG: Borderline personality disorder, boundary viola- 
tions, and patient-therapist sex: medicolegal pitfalls. Am J Psy- 
chiatry 1989; 146:597-602 

3. Illingworth P: AIDS and the Good Society. London, Routledge, 
1990 

4, Reiser SJ, Bursztajn HJ, Appelbaum P$, et al: Divided Staffs, 
Divided Selves: A Case Approach to Mental Health Ethics. Lon- 
don, Cambridge University Press, 1987 

5, Bursztajn HJ, Feinbloom RI, Hamm RM, et al: Medical 
Choices, Medical Chances: How Patients, Families, and Physi- 
cians Can Cope With Uncertainty. London, Routledge (in press) 


HAROLD J. BURSZTAJN, M.D. 
Cambridge, Mass. 


Sir: I write with respect to the recent correspondence con- 
cerning Dr. Gutheil’s article on patient-therapist sex. As a 
philosopher, ethicist, and feminist, I believe it is worth noting 
that Dr. Jordan’s view that Dr. Gutheil is guilty of blaming 
the victim is unfounded. Whether or not Dr. Gutheil’s de- 
scriptive claims about patients are true, it does not follow 
from them (logically) that he blames patients. For Dr. 
Gutheil to be blaming patients, he would have to add prem- 
ises to his descriptive account, premises of a very different 
kind from the descriptive ones that he has advanced. He 
would have to add evaluative (normative) premises, such as 
1) women patients who behave in seductive ways with their 
therapists act wrongly, and 2) women patients who act 
wrongly in therapy are blameworthy. On my reading of his 
article, he claims neither. To infer from his descriptions of 
patients that he is blaming the victim is to attribute to him 
views for which there is no evidence that he holds. 

Were we to saddle Dr. Jordan and her colleagues with the 
same line of reasoning that they deploy in their attack on Dr. 
Gutheil, the same moral indignation could be directed at 
them as they have directed at Dr. Gutheil. Consider the fol- 
lowing. They suggest that Dr. Gutheil should “think more 
about the difficulty these women have in protecting them- 
selves from revictimization.” White South Africans defend 
apartheid on the grounds that black South Africans cannot 
take care of themselves. A similar line of reasoning was used 
to justify slavery in America. Furthermore, much sexism is 
based on the assumption that women are unable to take care 
of themselves. The alleged inability of people to take care of 
themselves has frequently been invoked to justify oppressing 
them. I am certain that Dr. Jordan and her colleagues do not 
wish to oppress the victims of sexual misconduct, but this is 
only because I do not infer from their descriptive claim—that 
the victims of sexual misconduct experience difficulty taking 
care of themselves—a prescriptive claim—that their wishes 
ought to be discounted. 

Finally, it is worth mentioning that one of the points which 
feminist theorists have repeatedly made about sexism is that 
it is particularly dese fil in oppressing women precisely 
because women internalize the messages conveyed by a sexist 
society and become their own oppressors. That is, in accor- 
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dance with social stereotypes, they cultivate a “waif-like 
demeanor,” “manipulative skills,” and so on, which they ul- 
timately use to their own detriment. To diminish the impor- 
tance of the psychopathology involved in self-oppression, as 
Dr. Jordan and her colleagues do, is also to diminish the 
recognition of the harm experienced by women in a sexist 
society and, ultimately, to weaken the legitimate claims of 
feminists. Given this, Dr. Gutheil’s unflinching description of 
the role that some women patients play in becoming their 
own oppressors can be viewed as strengthening feminist ar- 
guments. He should be celebrated rather than scorned. 


PATRICIA ILLINGWORTH, PH.D. 
Montreal, Que., Canada 


Dr. Gutheil Replies 


Str: I am delighted that at least one reader—like myself, 
feminist in orientation—has grasped the point I was driving 
at. While I could not have expressed the point with Dr. Ill- 
ingworth’s clarity, cogency, or conceptual force, I quite agree 
with the implication that the critics she mentions seem in- 
sufficiently attuned to the antifeminist dimensions of their 
argument. 


THOMAS G. GUTHEIL, M.D. 
Boston, Mass. 


Differential Diagnosis of Multiple Personality Disorder 


Sir: In an exchange of letters to the Editor (1), J.M. Rath- 
bun, M.D., and P.K. Rustagi, M.D., pointed out that the 
DSM-III-R criteria for schizophrenia can lead to the misdi- 
agnosis of patients with multiple personality disorder be- 
cause both disorders have auditory hallucinations, and Ken- 
neth S. Kendler, M.D., and associates replied that multiple 
personality should be added to schizophrenia’s differential 
diagnosis in DSM-IV but rejected any modification of schizo- 
phrenia’s diagnostic criteria because, they said, multiple per- 
sonality is a relatively rare disorder. However, it was not so 
long ago that child abuse was considered rare, and we might 
be making the same mistake with regard to multiple person- 
ality. Although most psychiatrists still think of multiple per- 
sonality as a disorder that is rare but obvious, clinicians 
familiar with it say it is not rare, only rarely obvious (2, 3). 
What is indisputably rare is the psychiatrist who ever con- 
siders the diagnosis. 

Before I learned about multiple personality disorder, I had 
treated a number of these patients for years without realizing 
that they were examples of multiple personality. Some of 
them met the diagnostic criteria for schizophrenia, a disorder 
whose supposed prevalence has had a reciprocal relationship 
with the recognized prevalence of multiple personality (4). 
Others of these misdiagnosed patients with multiple person- 
ality seemed to have a mood disorder with psychotic features 
or borderline personality disorder—the other two disorders 
that, along with schizophrenia, appear in the DSM-III-R dif- 
ferential diagnosis of multiple personality. ] am happy to see 
that Dr. Robert Spitzer, who chaired the DSM-III-R task 
force, thinks that multiple personality, even if assumed to be 
rare, belongs in the DSM-IV differential diagnosis of disor- 
ders with which it may be confused. Maybe then, with more 
than a rare psychiatrist considering the diagnosis of multiple 
personality, we'll get a better idea of its true prevalence. 
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KENNETH A. NAKDIMEN, M.D. 
New York, N.Y. 


Multiple Personality Disorder in India 


SIR: In their recent article entitled “Current Status of Mul- 
tiple Personality Disorder in India” (1), Adityanjee, M.D., 
and associates commented on the rarity of multiple person- 
ality disorder in India, where the possession syndrome is 
commonly reported. In the Western world the reported in- 
cidence of these syndromes is reversed. One reason given by 
Dr. Adityanjee and associates for this variance is that in the 
West, possession syndromes may be “lumped together” with 
multiple personality disorder. This is probably true. Indeed, 
the main differences in these dissociative syndromes seem to 
be only in terminology and cultural and scientific beliefs. 

In the West the phenomenological similarity of possession 
and multiple personality disorder has long been appreciated 
(2). When belief in possession was strong, cases of multiple 
personality disorder were probably diagnosed as possession 
(3). It was only when belief in possession subsided at the end 
of the eighteenth century that case histories labeled as mul- 
tiple personality disorder began to appear in mesmerist writ- 
ings and later in the medical literature (3). After this change, 
when nonpsychotic persons exhibited signs of possession and 
believed they were possessed by a spirit or other entity, they 
were diagnosed as having multiple personality disorder if 
they otherwise met criteria for this diagnosis. 

What then is the difference, if any, between possession and 
multiple personality disorder? Oesterreich (4) said that the 
most striking characteristic of possession is that “the pa- 
tient’s organism appears to be invaded by a new personality; 
it is governed by a strange soul.” This description generally 
fits multiple personality disorder as well (3). In this disorder 
the personalities frequently believe that they are distinct and 
separate persons or entities (spirits, demons, etc.) which 
somehow occupy the same body. It is not uncommon for the 
personalities to explain this odd occurrence by the belief that 
they or other personalities are entities (spirits etc.) that have 
“possessed” the body. 

Furthermore, possession is subdivided into two types: lu- 
cid and somnambulistic (the person has no memory of the 
episode). It may be overt (manifest) or latent, involuntary 
(spontaneous and unwanted) or voluntary (deliberately pro- 
duced and wanted). Examples of the voluntary type are some 
practices of shamans and spiritists/mediums (4). These terms, 
with the possible exception of voluntary possessive states, 
apply equally well to multiple personality disorder (3). 

Therefore, the only fundamental difference between mul- 
tiple personality disorder and so-called possession may be in 
the voluntary type. Since it only reflects whatever belief sys- 
tem happens to be current, neither term—multiple personal- 
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ity disorder or possession—is adequate to explain all the 
varieties of these phenomena. 

William James’s statement that a serious study of these 
phenomena is one of the greatest needs in psychology (2) still 
holds true. However, we believe that our present diagnostic 
classification is not adequate for a comprehensive study of 
these multiple identity phenomena and therefore should be 
revised, 

We also want to point out that there was a case of multiple 
personality reported from India (5) which was net men- 
tioned in Dr. Adityanjee and associates’ article, bringing the 
total number of such cases before their own to three, instead 
of two as they stated. 
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JOHN DOWNS, M.D. 
SHARON K. DAHMER, M.S. 
ALLEN O. BATTLE, PH.D. 
Memphis, Tenn. 


SIR: Dr. Adityanjee and colleagues attempted to provide a 
valuable cross-cultural prospective on dissociative disorders. 
Unfortunately, the attempt failed because of a lack of diag- 
nostic rigor. Of the three cases they presented, the second 
and third clearly did not meet the DSM-III-R criteria for 
multiple personality disorder because there was no repeated 
alternation of control. These cases appear appropriate for 
the diagnosis of dissociative disorder not otherwise specified. 

Given our fragmentary state of knowledge regarding the 
dissociative disorders, careful attention to diagnostic rigor 
seems indicated. 


J.M. RATHBUN, M.D. 
Fort Wayne, Ind. 


Dr. Adityanjee Replies 


sin: My coauthors and I thank Dr. Downs and associates 
for their useful and interesting comments on differences be- 
tween multiple personality disorder and the possession syn- 
drome. Their views, indeed, are a reiteration of our earlier 
opinion that these syndromes reflect parallel dissociative dis- 
orders with similar etiologies despite some differences in clin- 
ical profiles. We agree with their assertion that our present 
diagnostic classification is inadequate for a comprehensive 
study of these multiple identity phenomena and therefore 
needs revision. The current ambiguity is beautifully demon- 
strated by the position taken in DSM-III-R, which states that 
the belief that one is possessed by another person, spirit, or 
entity may occur as a symptom of multiple personality dis- 
order. In such cases the complaint of being “possessed” is 
actually the experience of the alternate personality’s influ- 
ence on the person’s behavior and mood. Such a position 
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obliterates any diagnostic differences between multiple per- 
sonality disorder and the possession syndrome. Indeed, it has 
been argued that the possession syndrome is not specific to 
any culture, and its manifestations may differ from one cul- 
ture to another (1). If that is true, then multiple personality 
disorder would probably be another culturally influenced 
presentation of the possession syndrome, Varma et al. (2) 
believe that the preoccupation of Western society in recent 
times with role playing as the central guide to molding one’s 
life may be implicated in the pathogenesis of multiple per- 
sonality disorder. The role adopted, as in multiple personal- 
ity, does not copy a nonconcrete individual but represents an 
expedient or expected behavior conceived for a particular 
setting (2). In contrast to this, polytheism and belief in rein- 
carnation and spirits may be related to greater prevalence of 
the possession syndrome in India (2). 

To our knowledge, no studies have been done so far on the 


_ comparability and nosologic similarity of the possession syn- 


drome and multiple personality disorder. Consequently, cur- 
rent diagnostic classifications remain inadequate, as they are 
based on a one-sided viewpoint. 

We further thank Dr. Downs and colleagues for bringing 
to our notice another case of multiple personality disorder 
reported from India. This particular report further adds to 
the current ambiguity, since it brings forth the element of 

“reincarnation syndrome,” which has not been discussed 
hitherto in the differential diagnoses of multiple personality 
disorder or the possession syndrome. 

We also appreciate the concern expressed by Dr. Rathbun 
about the lack of diagnostic rigor in the second and third 
cases described by us. All three patients were seen, diag- 
nosed, and managed in the pre-DSM-III-R era; hence our 
lack of adherence to DSM-III-R guidelines. It is true that 
DSM-III-R classifies incomplete forms of the disorder as dis- 
sociative disorder not otherwise specified. However, such di- 
agnostic nitpicking may be undesirable, because patients 
with multiple personality disorder often present with subtle 
dissociative signs and symptoms rather than the clear-cut 
overall picture typically associated with the disorder (3). 
Some of these patients conceal their condition; therefore, the 
diagnosis may have to be based on indirect manifestations 
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(3). Indeed, DSM-III-R, instead of differentiating multiple 
personality disorder from dissociative disorder not otherwise 
specified, seems to acknowledge a dissociative continuum 
with a range of forms for multiple personality disorder. A 
similar opinion has been expressed by Kluft (4), who believes 
that “what is essential to multiple personality disorder across 
its many presentations is no more than the presence, within 
an individual, of more than one structured entity with a sense 
of its own existence.” Kluft’s continuum leads one to believe 
that patients with incomplete forms still have the basic un- 
derlying structure of multiple personality disorder (3, 4). 
Furthermore, lack of repeated alternation of control in the 
patients. we described is explainable by the prompt psychi- 
atric intervention sought by the family members and the cor- 
rect diagnoses on first contact, in stark contrast to the aver- 
age delay of 7 years between first presentation and correct 
diagnosis in Western studies. Moreover, we did not choose 
to reinforce the symptom and thereby avoided the iatrogenic 
element, as has been stressed earlier (5). Too-rigid adherence 
to contemporary diagnostic classifications would have stifled 
the cross-cultural approach that we adopted in our report. 
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Highlights of the 143rd Annual Meeting 


The 143rd Annual Meeting of the American Psychiatric Associa- 
tion was held in New York, New York, May 12~17, 1990. The total 
registration was 15,991, including 8,298 members; 1,781 spouses, 
other family members, and guests; 3,733 nonmembers; 1,642 ex- 
hibitors; 406 members of the media; and 131 staff members. 


Opening Session 


The Opening Session was called to order by Herbert Pardes, M.D., 
118th President of the Association, on Sunday evening, May 13, in 
the Javits Convention Center, Dr. Pardes introduced Dr. Billy Jones, 
an APA Fellow and Commissioner of Mental Health, Mental Reha- 
bilitation and Alcoholism of New York. The Mayor of New York 
City, The Honorable David Dinkins, was unable to attend and sent 
Dr. Jones as his representative. Dr. Jones offered official greetings to 
the membership and presented Dr. Pardes with a plaque proclaiming 
May as “Mental Health Month” in New York. 

Dr. Pardes introduced the people seated on the stage with him: the 
members of the APA Board of Trustees, officers of the APA Assem- 
bly, and past Presidents of the Association. Dr. Pardes then recog- 
nized members of the audience that included the members of the 
Assembly Executive Committee; past Speakers of the Assembly; past 
Vice-Presidents of the Association; newly elected national officers, 
trustees, and Assembly officers; presidents of APA district branches; 
chairpersons of APA councils, commissions and joint commissions; 
and the APA Medical Director. He then thanked the members of the 
Assembly for their hard work and dedication. 

Allan Tasman, M.D., chairperson of the Scientific Program Com- 
mittee, and Philip R. Muskin, M.D., chairperson of the Local Ar- 
rangements Committee, were introduced and thanked by Dr. Pardes. 

Dr. Pardes then introduced the following distinguished represen- 
tatives of psychiatric and other related organizations from the 
United States and abroad: 

Representatives of Organizations in the United States: Dr. George 
H. Allison, President, American Psychoanalytic Association; Dr. 
Jambur Ananth, President, American Association of Psychiatrists 
from India; Dr. David Annuziato, Representative, American Acad- 
emy of Pediatrics; Dr, Hrair M. Babikian, Immediate Past-President, 
American Academy of Psychoanalysis; Dr. Allan Beigel, President, 
The American College of Psychiatrists; Dr. Wayne D. Blackmon, 
President, American Society of Psychoanalytic Physicians; Dr. Jo- 
seph D. Bloom, President, American Academy of Psychiatry and The 
Law; Dr. Shelia Blume, Past-President, American Society of Addic- 
tion Medicine; Dr. David W. Brook, Chairman, American Group 
Psychotherapy Association; Dr. Ewald W. Busse, Past-President, In- 
ternational Association of Gerontology; Dr. Robert B. Cahan, Rep- 
resentative, American Board of Forensic Psychiatry, Inc.; Dr. James 
M. Campbell, President, Philippine Psychiatrists of America; Dr. 
Doyle I. Carson, President, National Association of Private Psychi- 
atric Hospitals; Dr. Pietro Castelnuovo-Tedesco, President, Ameri- 
can College of Psychoanalysts; Dr. Gordon H. Clark, President, 
American Association of Community Psychiatrists; Reverend Victo- 
ria Brannan Cowell, President, Association of Mental Health Cler- 
gy; Dr. Joseph Czarsty, Chairman, American Academy of Family 
Physicians; Dr. Ezra C. Davidson, President, American College of 
Obstetricians and Gynecologists; Dr. Nicholas E. Davies, President- 
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Elect, American College of Physicians; Dr. K. Himasiri De Silva, 
President, Sri Lankan Psychiatrists in America; Dr. Darryl C. De- 
Vivo, President, Child Neurology Society; Dr. Leah J. Dickstein, 
President, Association of Women Psychiatrists; Dr. Mina K. Dulcan, 
President, American Association of Directors of Psychiatric Resi- 
dency Training, Inc.; Dr. D. Robert Fowler, President, National 
Association of VA Chiefs of Psychiatry; Ms. L. Patt Franciosi, Pres- 
ident, National Mental Health Association; Dr. D. Ray Freebury, 
Past-President, Canadian Psychoanalytic Society; Dr. Desmond S. 
Fung, President, Association of Chinese American Psychiatrists; Dr. 
Patricia $. Goldman-Rakic, President, Society for Neuroscience; Mr. 
Gary Goldsmith, President, National Depressive and Manic Depres- 
sive Association; Dr. Frederick K. Goodwin, Administrator, Alco- 
hol, Drug Abuse and Mental Health Administration; Dr. Enoch 
Gordis, Director, National Institute on Alcohol Abuse and Alcohol- 
ism; Dr. Stanley R. Graham, President, American Psychological As- 
sociation; Dr. John Greden, President-Elect, Society of Biological 
Psychiatry; Dr. George T. Grossberg, President, American Associa- 
tion for Geriatric Psychiatry; Dr. Richard C.W. Hall, President, 
Academy of Psychosomatic Medicine; Dr. Katherine Halmi. Presi- 
dent, American Psychopathological Association; Dr. Herndon P. 
Harding, jr., Representative, National Association of State Mental 
Health Program Directors; Dr. Gaston P. Harnois, President, World 
Association for Psychosocial Rehabilitation; Dr. Thelissa A. Harris, 
President, Black Psychiatrists of America; Dr. Ali Jarrahi, President, 
Society of Iranian Psychiatrists in North America; Dr. Edward R. 
Kaufman, President, The American Academy of Psychiatrists in Al- 
coholism and Addictions; Ms. Constance E. Lieber, President, Na- 
tional Alliance for Research on Schizophrenia and Depression; Dr. 
Sidney Malitz, President, Benjamin Rush Society; Dr. Donald K. 
McRae, President, Canadian Psychiatric Association; Dr. Roger E. 
Meyer, President, American Association of Chairmen of Depart- 
ments of Psychiatry; Dr. Robert M, Morse, President, Association 
for Medical Education and Research in Substance Abuse; Dr. Made- 
line Nagle, Representative, American Nurses’ Association; Dr. 
Henry A. Nasrallah, President, American Academy of Clinical Psy- 
chiatrists; Dr. Romuald J. Orlowski, President, Association of Polish 
Psychiatrists and Neurologists in America; Ms. Venie Palasota, Pres- 
ident, American Psychiatric Association Auxiliary; Dr. Elaine P. Pin- 
derhughes, President, American Orthopsychiatric Association; Dr. 
Vivian W. Pinn-Wiggins, President, National Medical Assocation; 
Dr. Sr. Anna Polcino, Representative, National Guild of Catholic 
Psychiatrists; Mr. Thomas M. Posey, President, National Alliance 
for the Mentally Ill; Dr. Ghulam Qadir, President, Pakistan Psychi- 
atric Society of America; Dr. Stephen L. Rachlin, President, Ameri- 
can Association of Psychiatric Administrators; Dr. Carolyn B. Rob- 
inowitz, President, Group for the Advancement of Psychiatry; Dr. 
Robert Ruben, Representative, American Academy of Otolaryngol- 
ogy-Head & Neck Surgery; Dr. Richard M. Sarles, President, Amer- 
ican Society for Adolescent Psychiatry; Dr. Stephen C. Scheiber, 
Executive Vice-President, American Board of Psychiatry and Neu- 
rology, Inc.; Dr. Jerald R. Schenken, Board of Trustees, American 
Medical Association; Dr. John E. Schowalter, President, American 
Academy of Child and Adolescent Psychiatry; Dr. Charles R. 
Schuster, Director, National Institute on Drug Abuse; Dr. Richard I. 
Shader, President, American College of Neuropsychopharmacology; 
Dr. G. Pirooz Sholevar, Representative, Society of Professors of 
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Child and Adolescent Psychiatry; Dr. Mahmoud S. Taman, President, 
Arab American Psychiatrists Association of America; Dr. Troy L. 
Thompson, President, Association for Academic Psychiatry; Dr. Jaime 
Trujillo, President, American Society of Hispanic Psychiatrists; Dr. Ad- 
nan Varol, President, Turkish-American Neuropsychiatric Association; 
Dr. Harold M. Visotsky, President, American Association for Social 
Psychiatry; Dr. Thomas N. Wise, President, American Association of 
General Hospital Psychiatrists; Dr. John C. Wolfe, President, American 
College of Mental Health Administration. 

International Scholars: Dr. Timothy B. Crow of England; Dr. 
Johannes Meyer-Lindenberg of West Germany; Prof, Thomas R. 
Odhiambo of Kenya; Ambassador Shimon Shamir of Israel; and 
Prof. Toma Tomov of Bulgaria. 

Representatives of Other International Organizations and Psychi- 
atric Associations in Other Countries: Prof. Dr. Jorge Alberto Costa 
e Silva, World Psychiatric Association; Dr. Charles Thesiger, Carib- 
bean Psychiatric Association; Dr. Irene Jakab, International Society 
on the Psychopathology of Expression; Dr. Osama Al Radi, World 
Islamic Mental Health Association; Prof. Dr. Edgar Heim, Interna- 
tional Federation for Medical Psychotherapy; Dr. Eugene Brody, 
World Federation for Mental Health; Prof. Graham Burrows, Royal 
Australian and New Zealand College of Psychiatrists; Prof. Peter 
Berner, Austrian Society of Psychiatry and Neurology; Dr. Donald 
MacRae, Canadian Psychiatric Association; Dr. Yanping Zheng, So- 
ciety of Psychiatry and Neurology of the People’s Republic of China; 
Dr. Carlos Leon-Andrade, Ecuadorian Psychiatric Association; Prof. 
Ahmed Okasha, Egyptian Psychiatric Association; Dr. Kari Pylkka- 
nen, Finnish Psychiatric Association; Dr. George Christodoulou, 
Hellenic Psychiatric Association; Dr. Cho-Man Chung, Hong Kong 
Psychiatric Association; Dr. Bela Buda, Hungarian Psychiatric As- 
sociation; Dr. Tomas Zoega, Icelandic Psychiatric Association; Dr. 
Yomishi Kasahara, Japanese Society of Psychiatry and Neurology; 
Dr. Tetsuya Iwasaki, Japanese Psychoanalytic Association; Dr. 
Morihiro Sekiyama, Japanese Association of Psychiatric Hospitals; 
Dr. Chong Cheul Park, Korean Neuropsychiatric Association; Dr. 
Eli Karam, Lebanese Psychiatric Association; Dr. Lauro Castanedo, 
Mexican Psychiatric Association; Dr. Driss Moussaoui, Moroccan 
Society of Psychiatry; Prof. Dr. Willem Schudel, Netherlands Society 
for Psychiatry; Dr. Stein Opjordsmoen, Norwegian Psychiatric As- 
sociation; Dr. Mohammed Chaudhry, Pakistan Psychiatric Society; 
Dr. Adnrzej Axer, Polish Psychiatric Association; Dr. Lee-Peng Kok, 
Singapore Psychiatric Association; Dr. James Birley, Royal College 
of Psychiatrists of the United Kingdom; Prof. Sydney Brandon, Psy- 
chiatric Section of the Royal Society of Medicine; Dr. Antonio 
Pacheco Hernandez, Venezuelan Psychiatric Association; Dr. Ruben 
Hernandez Serrano, Venezuelan Medical Federation; Dr. Abdel- 
magid Al-Khulaidi, Federation of Arab Psychiatrists and the Yemen 
Psychiatrists and Neurologists Association. 

H. Keith H. Brodie, M.D., introduced Dr. Pardes, who gave the 
Presidential Address, “Defending Humanistic Values” (printed else- 
where in this issue of the Journal). Carol C. Nadelson, M.D., intro- 
duced Elissa P. Benedek, M.D., President-Elect of the Association, 
who gave the Response to the Presidential Address, “Our Children: 
Our Future” (printed elsewhere in this issue). Dr. Pardes then ad- 
journed the Opening Session. 


Business Meeting 


The Annual Business Meeting was called to order by Herbert 
Pardes, M.D., in the Javits Convention Center on Monday, May 14, 
at 12:30 p.m. 

First session. Bernice B. Elkin, M.D., Recorder, called the roll of 
the Assembly representatives and announced the presence of a quo- 
rum. Dr. Gerald H. Flamm, Speaker, spoke in tribute to Robert B. 
Neu, M.D. (1921-1990). Dr. Dale Cameron then spoke in tribute to 
Past President, Robert Felix, M.D. (1904-1990), after which Dr. 
Pardes asked the audience to observe a moment of silence in memory 
of all members and Fellows who died during the past year. Edward 
C. Kirby, Jr., M.D., chairperson of the Committee of Tellers, an- 
nounced the results of the election of officers and Trustees. The 
reports to the membership followed. Philip M. Margolis, M.D., pre- 
sented the Secretary’s report, which was followed by the reports of 
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Alan L Levenson, M.D., Treasurer; Gerald H. Flamm, M.D., 
Speaker of the Assembly; Edward Hanin, M.D., Speaker-Elect of the 
Assembly; Ralph A. O’Connell, M.D., chairperson of the Commit- 
tee on the Constitution and By-Laws; and Michael J. Vergare, M.D., 
chairperson of the Membership Committee. Melvin Sabshin, M.D., 
presented the Medical Director’s report. Reports of all the councils 
were also available. All reports were accepted by the membership as 
submitted and will be published in the October 1990 issue of the 
American Journal of Psychiatry. 

Dr. John $. Mcintyre presented the Speaker’s plaque to Gerald H. 
Flamm, M.D., retiring Speaker, and Dr. Fred Gottlieb presented the 
Vice-President’s badge to Lawrence Hartmann, M.D., retiring Vice- 
President. Dr. Paul J. Fink then presented the President’s badge to 
Dr. Pardes. Dr. Pardes then recessed the first session of the business 
meeting. 

Second Session. Following the business meeting Dr. Pardes called 
the Annual Forum, for all voting members, to order. The issues 
discussed on the floor included the industry sponsored symposia. A 
motion was made and seconded that a Task Force be established to 
review the implications of industry sponsored symposia and report 
its findings and recommendations to the Board of Trustees before the 
next Annual Meeting. However, a suggestion was made to refer the 
question to the Joint Reference Committee. This was acceptable to 
the maker of the original motion. The membership present then 
voted to refer the question of the implications of industry sponsored 
symposia to the Joint Reference Committee for reporting back 
within one year. 

Another issue regarding the APA’s involvement in Medicaid fraud 
enforcement was raised. The issue was discussed briefly, and it was 
noted that the issue of Psychiatric News immediately before the 
Annual Meeting featured a front page story on the issue, and that 
several groups within the APA were discussing ongoing problems in 
this arena. It was also mentioned that this issue would probably be 
on the Board of Trustee's June agenda. 

The Annual Business Meeting and Forum were adjourned by Dr. 
Pardes at 2:00 p.m. 


Convocation 


The 34th Convocation of Fellows was held in the Javits Conven- 
tion Center beginning at 8:00 p.m. on Monday, May 14. Dr. Pardes 
presided. After the processional march, Dr. Pardes called the Con- 
vocation to order. Dr. Pardes thanked Dr. Edward A. Siegel of San 
Diego, California, for playing the music during the processional. 
President-Elect Elissa P. Benedek, M.D., then led the ceremony con- 
ferring Life Fellowship and the induction of Fellows of the Associ- 
ation. Dr. Pardes read the names of the 1989 Corresponding Fel- 
lows: Jose Luis Ayuso-Gutierrez, M.D., Madrid, Spain; Joan M. 
Lawrence, M.D., Brisbane, Australia; Felice Lich-Mak, M.D., Hong 
Kong; Juan J. Lopez-Ibor, Jr., M.D., Madrid, Spain, Miguel Angel 
Materazzi, M.D., Buenos Aires, Argentina; William Richard 
McLeod, M.D., Victoria, Australia; Johannes H. Meyer-Lindenberg, 
M.D., Bonn, West Germany; Robert G. Priest, M.D., London, En- 
gland; Carlos Javier Ruiz-Ogara, M.D., Granada, Spain; William 
Joost Schudel, M.D., Den Haag, The Netherlands; and Marcio V. 
Versiani, M.D., Rio de Janeiro, Brazil. The following 50-Year Life 
Fellows and Life Members (1940-1990) were then recognized: Al- 
exandra Adler, M.D., New York, NY; Leon L. Altman, M.D., New 
York, NY; Julius Barasch, M.D., Hollywood, FL; Helen B. Barton, 
M.D., Golden Valley, MN; Morris C. Beckwitt, M.D., Los Angeles, 
CA; Herman M. Brickhouse, M.D., Williamsport, PA; John E. 
Burch, M.D., Winnipeg, Canada; Anthony Karl Busch, M.D., 
Belleville, IL; Frank Cerulli, M.D., Rockville Centre, NY; C. Perry 
Cleaver, M.D., Catawissa, PA; Jules Victor Coleman, M.D., New 
Haven, CT; Ralph T. Collins, M.D., Hilton Head Island, sc; 
William H. English, M.D., Hollywood, FL; Malcolm H. Finley, 
M.D., Danville, CA; Arthur N. Fleiss, M.D., Syracuse, NY; Leonard 
C. Frank, M.D., Vista, CA; John Frosch, M.D., Great Neck, NY; 
Jules Gelperin, M.D., Lake Forest, IL; Elmer Haynes, M.D., Santa 
Barbara, CA; Alex H. Kaplan, M.D., St. Louis, MO; Charles J. Katz, 
M.D., Missoula, MT; Samuel R. Lehrman, M.D., Los Altos, CA; 
Murray D. Lewis, M.D., Sarasota, FL; Ruth W. Lidz, M.D., Wood- 
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bridge, CT; Joseph A. Luhan, M.D., St. Petersburg, FL; Oscar B. 
Markey, M.D., Cleveland, OH; Ben Marks, M.D., Detroit, MI; Jo- 
seph H. Marshall, M.D., Charleston, SC: Robert B. May, M.D., St. 
Cloud, MN; Dick C. McCool, M.D., Memphis, TN; Clementine C. 
McKeon, M.D., Manchester, CT; William K. McKnight, M.D., 
Green Valley, AZ; Holland C. Mitchell, M.D., Waco, TX; Robert J. 
Mueller, M.D., St. Louis, MO; Robert M. Newhouse, M.D., Long 
Beach, CA; John Goodman Novak, M.D., Lynchburg, VA; Rudolph 
G. Novick, M.D., Lincolnwood, IL; Douglass W. Orr, M.D., Santa 
Rosa, CA; Raymond Lester Osborne, M.D., Ft. Lee, NJ; L. Secord 
Palmer, M.D., Royal Palm Beach, FL; Albert Dixon Pattillo, M.D., 
Denton, TX; Saul K. Pollack, M.D., Milwaukee, WI; Morris D. 
Riemer, M.D., Hollywood, FL; Annemarie R. Rohan, M.D., Man- 
teno, IL; Milton Rosenbaum, M.D., Augusta, KY; Robert B. Sam- 
pliner, M.D., Pasadena, CA; James S. Scarborough, M.D., Waco, 
TX; Nathan S. Schlezinger, M.D., Jenkintown, PA; Clarence M. 
Schrier, M.D., Kalamazoo, MI; Bruno G. Schutkeker, M.D., Buf- 
falo, NY; Herman Selinsky, M.D., Miami, FL; Donald Shaskan, 
M.D., San Francisco, CA; Clifford H. Skitch, M.D., Vancouver, 
Canada; Robert J. Stein, M.D., Harlingen, TX; Ralph M. Stolzheise, 
M.D., Seattle, WA; Anthony S. Tagliavia, M.D., Hauppage, NY; B. 
Frank Vogel, M.D., Gulfport, MS; Philip S. Wagner, M.D., Alta 
Loma, CA; Guy M. Walters, M.D., Rochester, NY; Lloyd E. Watts, 
M.D., Camillus, NY; Carl A. Whitaker, M.D., Nashotah, WI; Mur- 
ray A. Yost, M.D., Buffalo, NY; David A. Young, M.D., Raleigh, 
NC. Dr. Pardes then presented Mr. Ralph C. Kelzer with his Hon- 
orary Fellow medallion and certificate. 

Special Presidential Commendations were presented to James P. 
Comer, M.D., “in appreciation of his excellent application of psy- 
chiatric principles and practice to empower schools and school chil- 
dren, and for his contributions to the prevention of childhood emo- 
tional disorders”; to Shelby Modell, “in appreciation of her 
enormous energy and foresight as an important proponent of the 
increased support of psychiatric research, as well as for her work to 
increase public and private funding for research in mental illness”; to 
James A. Kulikowski, J.D., “in appreciation of his leadership in 
public policy, and his dedication and commitment to the best inter- 
ests of the nation’s health and mental health”; to Michael A. 
Stephens, “in appreciation of his leadership in public policy, and his 
dedication and commitment to the best interests of the nation’s 
health and mental health”; to Richard C. Surles, Ph.D., “in appre- 
ciation of his thoughtful and creative application of mental health 
policy to one of the largest mental health systems within the coun- 
try”; and to Joseph Zubin, Ph.D., “in appreciation of his extraor- 
dinary leadership in fostering the biometric approach to research in 
mental illness.” 

Dr. Pardes introduced Senator Lowell Weicker, Jr., President and 
Chief Executive Officer of Research!America. Senator Weicker’s po- 
litical career began in 1962 when he won election to the Connecticut 
General Assembly, a seat to which he was reelected twice. He served 
concurrently as First Selectman of Greenwich from 1964 to 1968 
and, in 1968, was elected United States Congressman from Connect- 
icut’s fourth district. He was subsequently elected to the United 
States Senate in 1970, 1976 and 1982. Senator Weicker gave the 
William C. Menninger Memorial Convocation Lecture, “Getting 
Your Jerseys Dirty.” 

After introducing the chairpersons of the award committees, Dr. 
Pardes presented the 1990 awards. Distinguished Service Awards 
were presented by Dr. Pardes to Daniel X. Freedman, M.D., Past 
President of the APA; to Gerald L. Klerman, M.D., professor and 
associate chairman for research in the department of psychiatry at 
Cornell University Medical College; and to the National Alliance for 
Research on Schizophrenia and Depression. This award was estab- 
lished by the Board of Trustees in 1964 to honor APA members who 
have contributed exceptional meritorious service to American psy- 
chiatry, and to organizations which have contributed greatly to the 
American Psychiatric Association and its work. 

Stuart L. Keill, M.D., professor of psychiatry and vice-chairman 
for Clinical Affairs at the University of Maryland School of Medicine 
in Baltimore, and Medical Director of the Institute of Psychiatry and 
Human Behavior of the University of Maryland Medical System, 
received the Administrative Psychiatry Award. Established in 1983, 
this award honors an APA member who is a nationally recognized 
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clinician executive, whose effectiveness as an administrator of major 
mental health programs has expanded the body of knowledge of 
management in the mental health services delivery system, and 
whose effectiveness has made it possible for them to function as a 
role model for other psychiatrists. 

The APA/Dista Products Resident Research Award, established in 
1988 to honor a psychiatry resident for excellence in research un- 
dertaken during residency, was presented to Aldo J. Castiglioni, Jr., 
M.D., a resident-in-training at the University of Texas Health Sci- 
ences Center at San Antonio, Texas; to Duncan B. Clark, M.D., a 
resident-in-training at Western Psychiatric Institute and Climic; and 
to John Kasckow, M.D., a resident-in-training at Duke University 
Medical Center. 

The first APA/Wisniewski Young Psychiatrist Research Award, 
established in 1989 in honor of the late Dr. Alexander A. 
Wisniewski, was presented to Eric Hollander, M.D., for his out- 
standing research activities conducted as a young psychiatrist. 

Paul J. Fink, M.D., APA Past President, Chairman, department of 
psychiatry, Albert Einstein Medical Center, and medical director of 
the Philadelphia Psychiatric Center, received the Francis J. Braceland 
Award for Public Service. This award was established in 1977 to 
honor members of the Association who have made outstanding con- 
tributions as an author, spokesperson and advocate in the service of 
the mentally ill and disabled, and to the art and science of helping 
them. 

The Foundations’ Fund Prize for Research in Psychiatry, estab- 
lished to recognize outstanding research in psychiatry and its basic 
sciences, was awarded to John M. Kane, M.D., chairman of the 
department of psychiatry at the Hillside Hospital Division of Long 
Island Jewish Medical Center and professor of psychiatry at the 
Albert Einstein College of Medicine. 

The Samuel G. Hibbs Award was presented to Mardi J. Horowitz, 
M.D., professor of psychiatry at the University of California, San 
Francisco. This award is given for the best unpublished paper on a 
clinical subject. 

The Blanche F. Ittleson Award for Research in Child Psychiatry, 
given to a child psychiatrist or group of investigators for published 
results of research pertaining to the mental health of children, was 
presented to Edward R. Ritvo, M.D., professor in the division of Men- 
tal Retardation and Child Psychiatry, UCLA School of Medicine. 

The Kempf Fund Awards for Research Development in Psychobi- 
ological Psychiatry were presented to Gustav Degreef, M.D., a staff 
psychiatrist on the Schizophrenia Clinical Service at Hillside Hospi- 
tal and affiliated with NIMH Clinical Research Center for the Study 
of Schizophrenia, to honor a resident who demonstrates exceptional 
promise in psychiatric research; and to John M. Kane, M.D., chair- 
man of the department of psychiatry at the Hillside Hospital Divi- 
sion of Long Island Jewish Medical Center and professor of psychi- 
atry at the Albert Einstein College of Medicine, to honor research 
excellence in the psychobiological, psychological, and/or sociologi- 
cal causes and treatment for the mental disease known as schizo- 
phrenia. 

Magda Campbell, M.D., professor of psychiatry at New York 
University Medical Center and director, division of Child and Ado- 
lescent Psychiatry, received the Agnes Purcell McGavin Award, 
given to honor a psychiatrist who has done and is currently doing 
outstanding work related to the preventive aspects of the emotional 
disorders of childhood, through framing concepts, developing 
proofs or creating applications. 

The Robert T. Morse Writers Award, which honors popular writ- 
ers who have made major contributions to the public understanding 
of psychiatry and mental illness, was presented to Mr. David Gel- 
man, senior science writer for Newsweek, and to Ms. Erica E. 
Goode, associate editor for behavioral sciences at U.S. News and 
World Report. 

Peter Gay, Ph.D., Sterling Professor of History at Yale University, 
received the Oskar Pfister Award, given to honor outstanding con- 
tributions in the field of psychiatry and religion. 

The Psychiatric Institutes of America Foundation Award for Re- 
search Development in Hospital Psychiatry, given to honor out- 
standing contributions in hospital psychiatry research, was pre- 
sented to Thomas H. McGlashan, M.D., director of research at 
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Chestnut Lodge Hospital and research professor of psychiatry at the 
University of Maryland School of Medicine. 

Paul S. Appelbaum, M.D., Arnold Frank Zeleznik Distinguished 
Professor of Psychiatry and director, Law and Psychiatry Program, 
University of Massachusetts Medical Center, received the Isaac Ray 
Award, given to those who have made outstanding contributions to 
forensic psychiatry and to the psychiatric aspects of jurisprudence. 

CBS News’ “48 Hours,” the single-topic, weekly news hour an- 
chored by Dan Rather, received the Robert L. Robinson Award for 
its outstanding episode on schizophrenia, “Out of Mind.” This 
award recognizes radio and television (including cable) productions 
that contribute significantly to a better public understanding of psy- 
chiatry and mental illness. 

The Arnold L. van Ameringen Award in Psychiatric Rehabilita- 
tion was presented to Leonard I. Stein, M.D., professor of psychiatry 
at the University of Wisconsin Medical School in Madison, for his 
outstanding contribution to the field of psychiatric rehabilitation, in 
the areas of service, research, education, advocacy or a combination 
thereof. 

The Seymour D. Vestermark Award, which recognizes an educa- 
tor who has made outstanding contributions to undergraduate, 
graduate, or postgraduate education and career development in psy- 
chiatry, was presented to the American College of Neuropsycho- 
pharmacology, which was founded in 1961 as a professional orga- 
nization of more than 500 leading scientists, who are selected 
primarily because of their contribution to original research in the 
field of neuropsychopharmacology. 

The Jack Weinberg Memorial Award for Geriatric Psychiatry was 
presented to Charles E. Wells, M.D., clinical professor of psychiatry 
and neurology at Vanderbilt and director of a geriatric psychiatry 
unit at Parthenon Pavillion. This award honors a psychiatrist who 
has demonstrated special leadership or who has done outstanding 
work in clinical practice, training, or research into geriatric psychi- 
atry anywhere in the world. 

After the presentation of these awards, Dr. Pardes adjourned the 
Convocation. 

Awards presented at meetings other than the Convocation in- 
cluded the following: 

District Branch Newsletter of the Year Awards were presented to 
the Pennsylvania Psychiatrist, Denis Milke, M.D., Editor; APS Ac- 
tion, James F. Hooper IV, M.D., Editor; and the Five Year Award 
was presented to The Washington Psychiatric Society Newsletter, 
Judith Nowak, M.D., Editor. 

The Manfred S. Guttmacher Award, given to honor outstanding 
contributions to the literature of forensic psychiatry, was given to 
Richard Rogers, Ph.D., senior psychologist and coordinator of re- 
search at METFORS, Clarke Institute of Psychiatry. 

The Lilly Psychiatric Research Fellowship was awarded to Chris- 
topher J. McDougle, M.D., currently a resident in psychiatry at Yale 
University. The fellowship was established to provide support for the 
career development of a postgraduate medical trainee who has 
shown exceptional promise in psychiatric research. 

The Jacob K. Javits Public Service Award, which honors a public 
servant who has made a significant contribution to the cause of the 
mentally ill, was received by Senator Kenneth C. Royall, Jr. 


Scientific Sessions 


The Scientific Program began on Monday, May 14, but continuing 
medical education (CME) courses and industry sponsored symposia 
began on Saturday, May 12. There were 21 discussion groups; five 
forums; 119 symposia; 24 industry sponsored symposia; two special 
Presidential symposia; 680 new research presentations; two debates; 
one new format, “round table discussion”; 163 papers presented in 
54 paper sessions; 162 workshops (including 65 APA component 
presentations); 18 film sessions; 30 videotape sessions and two video 
production clinics; 106 CME courses; four medical updates; five 
review of psychiatry sessions; four clinical case conferences; two 
two-part continuous clinical case conferences; three “research con- 
sultations with...” sessions; and eight “clinical consultations 
with ...”’ sessions. Other sessions included “Research Advances in 
Psychiatry: An Update for the Clinician”; “Workshops on Private 
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Practice Issues”; the residents’ session, “Meet the Experts: Sunny- 
Side Up”; “Patients, Consumers, and Their Families”; the NIMH 
Workshop; the Public Symposium; the Social Security Workshop; 
and an AIDS Program and Resource Center. 

There were 30 lectures presented. The speakers, their current po- 
sitions, and the titles of their presentations are listed here. 

On Monday, May 14, the following speakers gave lectures: Cla- 
rice J. Kestenbaum, M.D., Director of Training and Clinical Profes- 
sor in the Division of Adolescent Psychiatry at Columbia University 
College of Physicians and Surgeons in New York, “Outcome of 
Children at Risk for Major Psychiatric Disorder: A Twenty-Year 
Follow-up”; Sander L. Gilman, Ph.D., Goldwin Smith Professor of 
Humane Studies and Professor of the History of Psychiatry at Cor- 
nell University, the APA’s Benjamin Rush Lecture, “Seeing the Hys- 
teric: Race and Gender in Fin-de-Siecle Psychiatry”; Frederick K. 
Goodwin, M.D., Administrator of the Alcohol, Drug Abuse, and 
Mental Health Administration, “The Frequent Association of Bipo- 
lar Illness and Substance Abuse: Causes and Consequences”; Robert 
Michels, M.D., Psychiatrist-in-Chief at New York Hospital, Payne 
Whitney Clinic and the Westchester Division, “Sex, Ethics and Psy- 
chotherapy”; Marie Balter, Founder of the Balter Institute and a 
former patient and social worker at Danvers State Hospital in Mas- 
sachusetts, the APA’s Patient Advocacy Lecture, “Vision of Hope”; 
Stuart L. Keill, M.D., Medical Director of the Institute of Psychiatry 
and Human Behavior of the University of Maryland Medical System, 
the APA’s Administrative Psychiatry Lecture, “Strategies of Influ- 
ence: The Psychiatrist Executive as Political Animal”; James P. 
Comer, M.D., Maurice Falk Professor of Child Psychiatry and Di- 
rector of the School Development Program at the Child Study Center 
at Yale University, the APA’s Solomon Carter Fuller Lecture, “Ed- 
ucation and the American Future”; Timothy J. Crow, M.B., Head of 
the Division of Psychiatry and Deputy Director of the Clinical Re- 
search Centre at Northwick Park Hospital in Middlesex, England, 
“Brain Structure in Psychosis and the Decent of Man.” 

On Tuesday, May 15, the following lectures were given: Mardi J. 
Horowitz, M.D., Professor of Psychiatry at the University of Cali- 
fornia, San Francisco, and Director of the Program on Conscious 
and Unconscious Mental Processes of the John D. and Catherine T. 
MacArthur Foundation, the APA’s Samuel G. Hibbs Lecture, ‘“‘Con- 
scious and Unconscious Mental Processes During Mourning”; June 
Jackson Christmas, M.D., Clinical Professor of Psychiatry at Co- 
lumbia University College of Physicians and Surgeons, “Psychiatry 
and Public Policy: From Expendability to Equity”; Lewis L. Judd, 
M.D., Director of NIMH, “The Decade of the Brain (1990-2000): 
What It Will Mean to Psychiatry”; Gerald M. Edelman, M.D., Vin- 
cent Astor Professor and Director of the Neurosciences Institute at 
Rockefeller University in New York City, “Neural Darwinism: Pop- 
ulation Thinking and Higher Brain Functions”; APA’s Seymour D. 
Vestermark Presentation, made by the American College of Neu- 
ropsychopharmacology, Drs. Richard I. Shader, David S. Janowsky, 
Ira D. Glick, Carl Salzman, “The Teaching and Learning of Psy- 
chopharmacology in the 1990’s: How to Jump on a Rapidly Moving 
Train”; Allen J. Frances, M.D., Professor of Psychiatry at Cornell 
University Medical College and Chairperson of the APA’s Task 
Force on DSM-IV, “Conceptual Problems of Psychiatric Classifica- 
tion”; Professor Thomas R. Odhiambo, Director of the Interna- 
tional Centre of Insect Physiology and Ecology in Nairobi, Kenya, 
“Locust Swarming: A Plague in Fact and Mind”; Tony Award win- 
ners Stephen Sondheim and James Lapine, “Creativity and Collab- 
oration: A Conversation with Stephen Sondheim and James Lap- 
ine”; Professor Toma Tomov, Associate Professor and Head of the 
Outpatient Clinic in the Department of Psychiatry at the Medical 
College and Coordinator of the World Health Organization Collab- 
orating Centre for Research and Training in Mental Health in Sofia, 
Bulgaria, “The Impact of Political Change in Eastern Europe on the 
Advancement of Behavioral Sciences and Psychiatry.” 

On Wednesday, May 16, the following lectures were presented: 
Arnold M. Ludwig, M.D., E.A. Edwards Professor of Psychiatry at 
the University of Kentucky College of Medicine, ‘Creativity and 
Aberration”; Herbert D. Kleber, M.D., Deputy Director for De- 
mand Reduction at the Office of National Drug Control Policy, “The 
Role of Research, Prevention and Treatment in the National Drug 
Control Strategy”; Ambassador Shimon Shamir, Israeli Ambassador 
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to Egypt, “Mutual Perceptions and Historical Images in Conflict 
Resolution”; Gerald L. Klerman, M.D., Professor and Associate 
Chairman for Research in the Department of Psychiatry at Cornell 
University Medical College, APA’s Adolf Meyer Lecture, ‘Science 
and Humanism in American Psychiatry: The Legend of Adolf Mey- 
er”; Floyd E. Bloom, M.D., Chairman of the Department of Neu- 
ropharmacology at the Scripps Clinic and Research Foundation in 
La Jolla, California, “The Emerging Neuropharmacology of Alco- 
hol”; Carter Heyward, Ph.D., Professor of Theology at the Episco- 
pal Divinity School in Cambridge, Massachusetts, ‘Compassionate 
Re-Membering: Spirituality, Sanity and Morality in a Dismembered 
World”; Tom Wolfe, noted author, “Money Fever”; Johannes Mey- 
er-Lindenberg, M.D., President of the German Society of Psychiatry 
and Nervous Diseases and Counseling Neuropsychiatrist at Protes- 
tant Hospital in Bonn, “The Effects of the Holocaust on German 
Psychiatry.” 

The lectures presented on Thursday, May 17, were the following: 
Mortimer Mishkin, Ph.D., Chief of the Laboratory of Neuropsy- 
chology at the National Institute of Mental Health, “Cerebral Mem- 
ory Circuits”; Peter Gay, Ph.D., Sterling Professor of History at Yale 
University, “A Godless Jew Revisited”; and Paul Greengard, Ph.D., 
Professor of Molecular and Cellular Neuroscience at Rockefeller 
University in New York, “Neuronal Phosphoproteins: Mediators of 
Signal Transduction.” 


1266 


Other Activities 


The Committee on Local Arrangements, Philip R. Muskin, M.D., 
chairperson, planned many activities, among which were a “fun 
run,” golf and tennis tournaments, and birdwatching. Some of the 
tours included Dinner Cruise Around Manhattan, Statue of Liberty 
Excursion, New York Stock Exchange, Designer Shopping on Lower 
East Side, and a Lincoln Center Tour. 


Meeting of the Board of Trustees 
The Board of Trustees met in regular session on Sunday, May 13. 
Meetings of the Assembly 


The Assembly met on Friday, Saturday, and Sunday, May 11, 12, 
and 13. 


PHILIP M. MARGOLIS, M.D. 
Secretary, American Psychiatric Association 
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FD&C Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 
light mineral o!l, magnesium stearate, mannitol, polyethylene glyco! 8000, pregelatinized 
com starch, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 
ingredients. 

CLINICAL PHARMACOLOGY 

Metabolism 

The rate of metabolism of tricyclic antidepressants varies widely from individual to 
individual, chiefly on a genetically determined basis. In general, the elderly metabolize 
tricyclic antidepressants more slowly than do younger adults. 

Certain drugs, particularly the psychostimulants and the phenothiazines, increase plasma 
levels of concomitantly administered tricyclic antidepressants through competition for the 
same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol, 
induce liver enzyme activity and thereby reduce tricyclic antidepressant plasma levels. 
Similar effects have been reported with tobacco smoke. 

Additional information on metabolism appears in Full Prescribing Information. 


CONTRAINDICATIONS 

Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 
treatment with an MAO inhibitor drug; hyperpyretic crises, severe convulsions, and death 
have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 
Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at least 2 weeks 
should elapse between treatments. Norpramin should then be started cautiously and should 
be increased gradually. 

The drug is contraindicated in the acute recovery period following myocardial infarction. It 
Should not be used in those who have shown prior hypersensitivity to the drug. Cross 
sensitivity between this and other dibenzazepines is a possibility. 


WARNINGS 

. Extreme caution should be used when this drug is given in the following situations: 

In patients with cardiovascular disease, because of the possibility of conduction 

defects, arrhythmias, tachycardias, strokes, and acute myocardial infarction. 

In patients with a history of urinary retention or glaucoma, because of the 

anticholinergic properties of the drug. 

In patients with thyroid disease or those taking thyroid medication, because of the 

possibility of cardiovascular toxicity, including arrhythmias. 

In patients with a history of seizure disorder, because this drug has been shown to 

lower the seizure threshold. 

This drug is capable of blocking the antihypertensive effect of guanethidine and 

similarly acting compounds. 

USE IN PREGNANCY 

Safe use of desipramine hydrochloride during pregnancy and lactation has not been 

established; therefore, if it is to be given to pregnant patients, nursing mothers, or 

women of childbearing potential, the possible benefits must be weighed against the 

possible hazards to mother and child. Animal reproductive studies have been 

inconclusive. 

. USE IN CHILDREN 

Norpramin (desipramine hydrochloride) is not recommended for use in children since 

safety and effectiveness in the pediatric age group have not been established. (See 

ADVERSE REACTIONS, Cardiovascular.) 

The patient should be cautioned that this drug may impair the mental and/or physical 

abilities required for the performance of potentially hazardous tasks such as driving a 

car of operating machinery. 

. In patients who may use alcoho! excessively, it should be borne in mind that the 
potentiation may increase the danger inherent in any suicide attempt or overdosage. 


PRECAUTIONS 

1. It is important that this drug be dispensed in the least possible quantities to depressed 
outpatients, since suicide has been accomplished with this class of drug. Ordinary 
prudence requires that children not have access to this drug or to potent drugs of any 
kind; if possible, this drug should be dispensed in containers with child-resistant 

Safety closures. Storage of this drug in the home must be supervised responsibly. 

if — adverse effects occur, dosage should be reduced or treatment should 

be altered. 

Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 

illness may induce a hypomanic state after the depressive phase terminates. 

The drug may cause exacerbation of psychosis in schizophrenic patients. 

Close supervision and careful adjustment of dosage are required when this drug is 

given concomitantly with anticholinergic or sympathomimetic drugs. 

. Patients should be warmed that while taking this drug their response to alcoholic 

beverages may be exaggerated. 

Clinical experience in the concurrent administration of ECT and antidepressant drugs is 

limited. Thus, if such treatment is essential, the possibility of increased risk relative 

to benefits should be considered. 

If Norpramin (desipramine hydrochloride) is to be combined with other psychotropic 

agents such as tranquilizers or sedative/hypnotics, careful consideration should be 

given to the pharmacology of the agents employed since the sedative effects of 

Norpramin and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive. Both 

the sedative and anticholinergic effects of the major tranquilizers are also additive to 

those of Norpramin, 

Concurrent administration of cimetidine and tricyclic antidepressants can produce 

clinically significant increases in the plasma levels of the tricyclic antidepressants. 

Conversely, decreases in plasma levels of the tricyclic antidepressants have been 

reported upon discontinuation of cimetidine which may result in the loss of the 

therapeutic efficacy of the tricyclic antidepressant. 

10. This drug should be discontinued as soon as possible prior to elective surgery because 
of the possible cardiovascular effects. Hypertensive episodes have been observed 
during surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported. 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy; the drug should be discontinued if there is 
evidence of pathologic neutrophi! depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 

Norpramin (desipramine hydrochloride) is given. 

Cardiovascular: hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocardial infarction, stroke. There has been a report of an “acute collapse” and 
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“sudden death” in an eight-year old (18 kg) male, treated tor two years for hyperactivi' 
(See WARNINGS, Use in Children.) 
Psychiatric: contusional states (especially in the elderly) with hallucinations, disorient 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomani 
exacerbation of psychosis. 
Neurologic: numbness, tingling, paresthesias of extremities; incoordination, ataxi 
tremors; peripheral neuropathy; extrapyramidal symptoms; seizures; alteration in E 
patterns; tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual adenitis; blurred visit 
disturbance of accommodation, mydriasis, increased intraocular pressure; constipatic 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract. 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excess! 
exposure to sunlight), edema (of face and tongue or general), drug fever, cross sensitiv 
with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpu 
thrombocytopenia. 
Gastrointestinal: anorexia, nausea and vomiting, epigastric distress, peculiar tas 
abdominal cramps, diarrhea, stomatitis, black tongue. 
Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the fema 
increased or decreased libido, impotence, painful ejaculation testicular swellii 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiure 
hormone secretion (SIADH). 
Other- jaundice (simulating obstructive), altered liver function; weight gain or lo: 
perspiration, flushing; urinary frequency, nocturia; parotid swelling; drowsiness, dizzine: 
weakness and fatigue, headache; alopecia. 
Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatm 
after prolonged therapy may produce nausea, headache, and malaise. 
OVERDOSAGE 
There is no specific antidote for desipramine, nor are there specific phenomena 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and tt 
comatose. Hypotension, shock, and renal shutdown may ensue. Grand mal seizures, b 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrex 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Seri 
disturbances of cardiac rate, rhythm, and output can occur. The precepts of early evacuat 
of the ingested material and subsequent support of respiration (airway and moveme: 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respira 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and ac 
base balance are well known in most medical centers and are not further discussed he! 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can oc 
suddenly, hospitalization and close observation are generally advisable, even when 
amount ingested is thought to be small or the initial degree of intoxication appears slight 
moderate. Most patients with ECG abnormalities should have continuous cardiac monitor 
for at least 72 hours and be closely observed until well after cardiac status has returnec 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose w 
tricyclic antidepressants. In adults, | to 3 mg has been reported to be effective. In childr 
the dose should be started with 0.5 mg and repeated at 5-munute intervals to determine 
minimum effective dose; no more than 2 mg should be given. Because of the short durat 
of action of physostigmine, the effective dose should besepeated at 30-minute to ¢ 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibi 
of physostigmine-induced convulsions. 
Other possible therapeutic considerations include: 
(a) Dialysis: Desipramine is found in low concentration in the serum, even afte 
massive oral dose. In vitro experiments in which bload bank blood was used indic 
that it is very poorly dialyzed. Because of indications that the drug is secreted 
gastric juice, constant gastric lavage has been suggested. 
(b) Pharmacologic treatment of shock: Since desipramine potentiates the actior 
such vasopressor agents as levartereno! and metaraminol, they should be used o 
with caution. 
(c) Pharmacologic control of seizures: Intravenous barbiturates are the treatmen 
choice for the control of grand mal seizures. One may, alternatively, consider 
parenteral use of diphenylhydantoin, which has less central depressant effect 
also has an effect on heart rhythm that has not yet been fully defined. 
(d) Pharmacologic control of cardiac function: Severe disturbances of cardiac ri 
rhythm, and output are probably the initiating events in shock. Intravascular volt 
must be maintained by i.v. fluids. Digitalization should be carried out early in v 
of the fact that a positive inotropic effect can be achieved without increase 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact oppo 
of those of massive doses of desipramine (animal studies). 
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Information for Contributors 


GENERAL POLICIES 


The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals.” 


Prior Publication 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Any form of pub- 
lication other thdn an abstract of no more than 400 words 
constitutes prior publication. This includes components of 
symposia, proceedings, transactions, books (or chapters), ar- 
ticles published by invitation, or reports of any kind, regard- 
less of differences in readership, as well as electronic data 
bases of public nature. Authors submitting manuscripts con- 
taining data or clinical observations already used in pub- 
lished papers or used in papers that are in press, submitted 
for ahon, or to be submitted shortly should provide 
this information and copies of those papers to the Editor. An 
_explanation of the differences between the papers should be 
included. 


Copyright Transfer and Submission Approval 


. The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 
ceive a final decision until a completed form has been re- 
ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have been previously published or submitted elsewhere. 


- Disclosure of Commercial Interests 


All forms of support, including drug company support, 
must be acknowledged in the author’s footnote (see “Ac- 
knowledgments” under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
but not limited to institutional or corporate affiliations not 
already specified in the author’s footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 


ership. At the Editor’s discretion, this information may be 
shared with reviewers. Such involvements will not be 
grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information should be included in the published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful at- 
tention to the protection of a patient’s anonymity in case 
reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history of 
patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child’s as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions. In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, the authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 
correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating that the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted {i.e., Special Article, Regular Article, or 
Clinical and Research Report); papers will only be reviewed 
after such a statement has been received from the author. 

Authors will be notified of the receipt of their paper and 


INFORMATION FOR CONTRIBUTORS 


the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
unsuccessfully by the same method, with an indication of the 
temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section. 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced pages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles 


Regular Articles are original communications of scientific 
excellence in psychiatric medicine and advances in clinical 
research. Regular Articles contain no more than 3,800 
words, including an abstract of no more than 100 words, 
references, tables, and figures. A table or figure that fills one- 
half of a vertical manuscript page equals 100 words of text; 
one that fills one-half of a horizontal page equals 150 words. 
Articles that exceed 3,800 words will be returned unre- 
viewed to the authors. 


Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
one table and a maximum of 10 references; figures may not 
be used. Papers may contain a maximum of 1,300 words, 
including an abstract of no more than 40 words, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a ver- 
tical page, and 150 words for a double-spaced table that fills 
one-half of a horizontal page). These articles present 1) new 
research findings, 2) data from pilot studies, 3) worthwhile 
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replication studies, and 4) clinical studies involving a number 
of patients. Essays, program descriptions, literature reviews, 
and single case reports do not meet the criteria for this sec- 
tion. Submissions that exceed 1,300 words or contain figures 
will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and 5 references; no tables or figures) will be considered if 
they include the notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors. All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed double- 
spaced throughout on 82X11 inch paper; three copies are 
required. Letters that do not meet these specifications will be 
returned for revision. Reprints are not available. Single case 
reports except for detailed longitudinal studies should be 
submitted as Letters to the Editor. Case reports submitted as 
Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of lowa College of Medicine, 500 Newton Rd., Ilowa City, IA 
52242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 
prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 8X11 inch nonerasable bond paper. All 
four margins must be 1/2 inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each au- 
thor’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the date. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 


name of the granting agency and grant number. The Journal 
does not allow acknowledgment of persons involved with the 
preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 100 
words for Special Articles and Regular Articles and no longer 
than 40 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05).” Reviewers will evaluate the appropriateness of the 
analyses. 

Abbreviations. Spell out all abbreviations (other than 
those for units of measure) the first time they are used. Id- 
iosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


References 


References are numbered and listed by their order of appear- 
ance in text; the text citation is followed by the appropriate 
reference number in parentheses. Do not arrange the list alpha- 
betically. References in tables and figures are numbered as 
though the tables and figures were part of the text. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure that all 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, manu- 
scripts submitted but not yet accepted, and similar unpublished 
items should not appear in the reference list. Such citations may 
be noted in text. It is the author’s responsibility to obtain per- 
mission to refer to another individual’s unpublished observa- 
tions. Manuscripts that are actually “in press” may be cited as 
such in the reference list; the name of the journal or publisher 
and location must be included. 

Type references in the style shown below, double-spaced 
throughout. List up to three authors; designate one or more 
authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus; 
journals not indexed there should not be abbreviated. 
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1. Noyes R Jr, DuPont RL Jr, Pecknold JC, et al: Alprazolam in 
panic disorder and agoraphobia, results from a multicenter 
trial, II: patient acceptance, side effects, and safety. Arch Gen 
Psychiatry 1988; 45:423-428 

2. Kaplan HI, Sadock BJ (eds): Comprehensive Textbook of Psy- 
chiatry, 4th ed, vol 2. Baltimore, Williams & Wilkins, 1985 

3. Fyer AJ, Manuzza S, Endicott J: Differential diagnosis and as- 
sessments of anxiety: recent developments, in Psychopharma- 
cology: The Third Generation of Progress. Edited by Meltzer 
HY. New York, Raven Press, 1987 


TABLES AND FIGURES 


The Journal does not publish tables or figures that have 
been submitted elsewhere or previously published. Tables 
and figures that duplicate 1) material contained in text or 2) 
each other will not be used. Authors will be asked to delete 
tables and figures that contain data which could be given 
succinctly in text. Each table and figure should be under- 
standable without reference to the text; a descriptive, concise 
title should be included and units of measurement should be 
specified. Consult recent issues of the Journal for format. A 
table or figure that fills one-half of a vertical manuscript page 
equals 100 words of text; one that fills one-half of a hori- 
zontal page equals 150 words. A copy of each table and 
figure must be included with each copy of the manuscript. 


Tables 


Tables should be double-spaced, no wider than 120 type- 
writer characters, including spaces, and no longer than 70 
lines. Values expressed in the same unit of measurement 
should read down, not across; when percentages are given, 
the appropriate numbers must also be given. 


Figures 


Figures are considered as text and are subject to revision 
by the authors upon recommendation of the Editors. Figures 
should, however, be professionally prepared. Glossy or other 
camera-ready prints should accompany the submitted manu- 
script. Computer-generated figures that do not meet quality 
printing standards will be returned for revision. The first 
author’s name, the title of the paper, the figure number, and 
the top of the figure should be noted on a label affixed to the 
back of each figure. All figure titles and footnotes should be 
typed and sent together on a separate page. 

The Journal does publish color illustrations. However, the 
cost to publish them, including reprint charges, will be the 
responsibility of the authors. An estimate of the cost will be 
provided to the authors at the time of first decision. 

Format. Figures are visual expressions of data trends or 
relationships. Figures that represent numerical data which 
could be expressed more succinctly or clearly in tabular form 
should be converted to tables. Line graphs should show 
change in continuous variables; comparisons of like values in 
different groups should be presented as bar graphs. Graphs 
containing stacked bars are unacceptable; the different seg- 
ments of each bar should be presented side by side. 

Lettering. Figure type should be sans serif and should be 7 
points or larger after the figure is reduced; most figures tak- 
ing up the width of a vertical manuscript page are reduced to 
a width of 19.5 picas (34 inches), and those requiring a 
horizontal manuscript page are usually reduced to 40.5 picas 
(634 inches). When space on the horizontal axis is insuffi- 
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FIGURE 1. Mean CSF Somatostatin Levels of Patients With Alzhe- 
imer’s Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 


100 a ies 
2i Women 
80 Total group 
















eects 







tee etna See eae a 
Eine 
ne eters 


Don, 
sont 
i ace 


i 
N 


Eaa, 


CSF SOMATOSTATIN-UKE 
IMMUNOREACTIVITY (pg/ml) 
2 2 


S 






Alzheimar 
Patients 
(N=12}* 


“Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df=25, p<0.01). 

Significant difference between the total depressed group and the 
total control group (t=2.75, df=33, p<0.005). 


cient, headings may be placed diagonally on the axis. Main 
headings should consist of upper-case letters only, subhead- 
ings of upper- and lower-case, and other type (e.g., keys, flow 
chart segments) of lower-case with only an initial upper-case 
letter. All parenthetical material should be lower-case. Do 
not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

_ 1. Do not use solid black shading; rather, include outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4, Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

5. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 


6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identi-ying 
the segments of the combined figure should appear ir the 
upper lefthand corners of the individual segments (in lewer- 
case type with an initial upper-case letter), 

8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid plecing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited wita su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 


PROCESSING OF ACCEPTED MANUSCRIPTS 


Manuscripts are accepted with the understanding that the 
Editor and the editorial staff have the right to make revisions 
aimed at greater conciseness, clarity, and conformity with 
Journal style. Accepted papers will be edited and sent to the 
first-named (or corresponding) author for corrections and 
answers to editorial queries. No proofs are sent to authors. 
Authors who will be away from their offices for a long period 
or who change address after notification of acceptance 
should inform the Journal staff. 


PERMISSION TO REPRINT 


Written permission to reprint material published ir the 
Journal must be secured from the APA Periodicals Services 
Division, 1400 K Street, N.W., Washington, DC 20005; tele- 
phone: (202)682-6156. There is usually a charge for such 
permission, except for nonprofit classroom or library reserve 
use by instructors and educational institutions or for authors 
who wish to reprint their own material. Requests wil be 
facilitated if accompanied by written permission from the 
author of the material. 


REPRINTS 


No reprints are furnished gratis. An order form foz re- 
prints will be sent to the corresponding author before sub- 
lication of the paper. The printer usually mails reprints ap- 
proximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the Ed- 
itor sections are not available. 


In Tourette Syndrome 


ORAP 


(pimozide) Tablets 
Helps Patients Be Themselves 


e Excellent 
Symptom Control 


“Pimozide produced significantly more 
improvement of symptoms and less 
akinesic adverse effects than haloperidol 
... Improvement of 70% or more was 
reported by 74% of patients on pimozide 
compared with 45% on haloperidol 
(p <.02), and 84% rated pimozide better 
overall than haloperidol. 


Significantly Less 


Sedation than 
Haloperidol 


In a double-blind, placebo-controlled 
study, ‘‘Pimozide was associated with 
lethargy or tiredness on significantly fewer 
days than haloperidol (p <.01), and this 
was reflected in greater immediate and 
long-term patient acceptance... 2 


Documented 
Clinical Experience 


Pimozide has been used in the treatment 
of Tourette Syndrome for over 10 years.’ 


For more information on ORAP call 
1-800-292-4283. 
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* ORAP is indicated for patients who have failed to respond satisfactorily to standard treatment GATE Pharmaceuticals G TE 
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RAP™ _ TheLessSedating Therapy for Tourette Syndrome 


(pimozide) Tablets 


INDICATIONS AND USAGE 
ORAP (pimozide) is indicated for the suppression of motor and phonic tics in patients 
with Tourette's Disorder who have failed to respond satisfactorily to standard treatment 
ORAP is not intended as a treatment of first choice nor is it intended for the treatment for 
tics that are merely annoying or cosmetically troublesome. ORAP should be reserved for 
use in Tourette's Disorder patients whose development and/or daily life function is 
severely compromised by the presence of motor and phonic tics. 
Evidence supporting approval of pimozide for use in Tourette's Disorder was obtained 
in two controlled clinical investigations which enrolled patients between the ages of 8 and 
53 years. Most subjects in the two trials were 12 or older 


1.  QRAP (pimozide) is contraindicated in the treatment of simple tics or tics other 
than associated withTourette's Disorder 

2. ORAP should not be used in patients taking drugs that may, themselves, cause 
motor and phonic tics (e.g., pemoline, methylphenidate and amphetamines) until 
such patients have been withdrawn from these drugs to determine whether or not 
the drugs, rather than Tourette's Disorder, are responsible for the tics. 

3. Because ORAP prolongs the QT interval of the electrocardiogram it is 
contraindicated in patients with congenital long QT syndrome, patients with a 
history of cardiac arrhythmias, or patients taking other drugs which prolong the QT 
interval of the electrocardiogram (see DRUG INTERACTIONS). 

4. ORAP is contraindicated in patients with severe toxic central nervous system 
depression or comatose states from any cause 

5.  ORAP is contraindicated in patients with hypersensitivity to it. As it is not known 
whether cross-sensitivity exists among the antipsychotics, pimozide should be 
used with appropriate caution in patients who have demonstrated hypersensitivity 
to other antipsychotic drugs 


WARNINGS 
The use of ORAP (pimozide) in the treatment of Tourette's Disorder involves different 
risk/benefit considerations than when antipsychotic drugs are used to treat other 
conditions. Consequently, a decision to use ORAP should take into consideration the 
following: (see also PRECAUTIONS-Information for Patients). 


Tardive Dyskinesia A syndrome consisting of potentially irreversible, involuntary, 
dyskinetic movements may develop in patients treated with antipsychotic drugs 
Although the prevalence of the syndrome appears to be highest among the elderly, 
especially elderty women, it is impossible to rely upon estimates to predict, at 
the inception of antipsychotic treatment, which patients are likely to develop the 
syndrome. Whether antipsychotic drug products differ in their potential to cause tardive 
is unknown 

Both the risk of developing tardive dyskinesia and the likelihood that it will become 
irreversible are believed to increase as the duration of treatment is withdrawn 
Antipsychotic treatment, itself, however, may suppress (or partially suppress) the signs 
and symptoms of the syndrome and thereby may possibly mask the undertying process. 
The effect that symptomatic suppression has upon the long-term course of the 


drugs should be prescribed in a manner 

that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a 
chronic illness that, 1) is known to respond to antipsychotic drugs, and, 2) for whom 
altemative, equally effective, but potentially less harmful treatments are not available or 
appropriate. In patients who do require chronic treatment, the smallest dose and the 
shortest duration of treatment producing a satisfactory clinical response should be 
sought. The need for continued treatment should be reassessed periodically 

If signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics, 
drug discontinuation should be considered. However, some patients may require 
treatment despite the presence of the syndrome 

(For further information about the description of tardive dyskinesia and its clinical 
detection, please refer to ADVERSE REACTIONS and PRECAUTIONS—information for 
Patients.) 


Neuroleptic Malignant Syndrome (NMS) A potentially fatal symptom complex 

sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in 

association with drugs. Clinical manifestations of NMS are hyperpyrexia, 

muscle rigidity, altered mental status (including catatonic signs) and evidence of 

autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and 

cardiac dysrhythmias) Additional signs may include elevated creatine phosohokinase, 
(rhabdomyolysis) and acute renal failure. 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at 
a diagnosis, it is important to identity cases where the clinical presentation inciudes both 
serious medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or 
inadequately treated extrapyramidal signs and symptoms (EPS). Other important 
considerations in the differential diagnosis include central anticholinergic toxicity, heat 
stroke, drug tever and primary central nervous system (CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) intensive 
symptomatic treatment and medical monitoring, and 3) treatment of any concomitant 
serious medical problems for which specific treatments are available Mestad pg 
agreement about specific pharmacological treatment regimens for uncomplicated NMS 

if a patient requires antipsychotic drug treatment after recovery from NMS, the 
potential reintroduction of drug therapy should be carefully considered. The patient 
should be carefully monitored, since recurrences of NMS have been reported. 

Hyperpyrexia, not associated with the above symptom complex, has been reported 

with other antipsychotic drugs. 
Other Sudden, unexpected deaths have occurred in experimental studies of conditions 
other than Tourette's Disorder These deaths occurred while patients were recerving 
dosages in the range of 1 mg per kg. One possible mechanism for such deaths is 
prolongation of the QT interval predisposing patients to ventricular arrhythmia. An 
electrocardiogram should be performed before ORAP treatment is initiated and 
periodically thereafter, especially during the period of dose adjustment. 

ORAP may have a tumorigenic potential. Based on studies conducted in mice, it is 
known that pimozide can produce a dose related increase in pituitary tumors. The full 
significance of this finding is not known, but should be taken into consideration in the 
physician's and patient's decisions to use this drug product. This finding should be given 
special consideration when the patient is young and chronic use of pimozide is 
anticipated. (see PRECAUTIONS—Carcinogenesis, Mutagenesis, Impairment of Fertility) 


PRECAUTIONS 

General ORAP (pimozide) may impair the mental and/or physical abilities required for 
the performance of potentially hazardous tasks, such as driving a car or operating 
machinery, especially during the first few days of therapy. 

ORAP produces anticholinergic side effects and should be used with caution in 
individuals whose conditions may be aggravated by anticholinergic activity. 

ORAP should be administered cautiously to patients with impairment of liver or 
kidney function, because it is metabolized by the liver and excreted by the kidneys 

Antipsychotics should be administered with caution to patients receiving 

medication, with a history of seizures, or with EEG abnormalities, because 

they may lower the convulsive threshold. If indicated, adequate anticonvulsant therapy 
should be maintained concomitantly. 
Laboratory Tests An ECG should be done at baseline and periodically thereafter 
throughout the period of dose adjustment. Any indication of prolongation of OT, interval 
beyond an absolute limit of 0.47 seconds (children) or 0.52 seconds (adults), or more 
than 25% above the patient's original baseline should be considered a basis for stopping 
further dose increase (see CONTRAINDICATIONS) and considering a lower dose. 


Since hypokalemia has been associated with ventricular arrhythmias, potassium 
insufficiency, secondary to diuretics, diarrhea, or other cause, should be corrected before 
ORAP therapy is initiated and normal potassium maintained during therapy. 


Drug Interactions Because ORAP prolongs the QT interval of the electrocardiogram, an 
additive effect on QT interval would be anticipated if administered with other drugs, such 
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as phenothiannes, tncyclic antidepressants or antiarrhythmic agents, which prolong the 
QT interval. Such concomitant administration should not be undertaken (see 
CONTRAINDICATIONS). 


ORAP may be capable of potentiating CNS depressants, including analgesics, 
Carcinogenesis, Mutagenesis, Impairment of Fertility Carcinogenicity studies were 
conducted in nice and rats. In mice, pimozide causes a dose-related increase in pituitary 
and mammary tumors. 

When mice were treated for up to 18 months with pimozide, pituitary gland changes 
developed in males only. These changes were characterized as hyperplasia at doses 
approximating the human dose and adenoma at doses about fifteen times the maamum 
recommended human dose on a mg per kg basis. The mechanism for the induction of 
pituitary tumors in mice is not known 

Mammary gland tumors in female mice were also increased, but these tumors are 
expected in rodents treated with antipsychotic drugs which elevate prolactin levels 
Chronic administration of an antipsychotic also causes elevated prolactin levels in 
humans. Tissue culture experiments indicate that approximately one-third of human 
breast cancers are protactin-dependent in vitro. a factor of potental importance if the 
prescription of these drugs is contemplated in a patient with a previously detected breast 
cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported with antipsychotic drugs, the clinical significance of 
elevated serurr prolactin levels is unknown for most patients. Neither clinical studies nor 
epidemiologic studies conducted to date have shown an association between chronic 
administration of these drugs and mammary tumorigenesis. The available evidence, 
however, is considered too limited to be conclusive at this time. 

in a 24 month carcinogenicity study in rats, animals received up to 50 times the 
maximum recommended human dose. No increased incidence of overall tumors or 
tumors at any site was observed in either sex. Because of the limited number of animals 
surviving this study, the meaning of these results is unclear 

Pimozide did not have mutagenic activity in the Ames test with four bactenal test 
strains, in the mouse dominant lethal test or in the micronucleus test in rats. 

Reproduction studies in animals were not adequate to assess all aspects of fertility. 
Nevertheless, female rats administered pimozide had prolonged estrus cycles, an effect 
also produced by other antipsychotic drugs. 


Pregnancy Category C Reproduction studies performed in rats and rabbits at oral doses 
up to 8 times the maximum human dose did not reveal evidence of teratogenicity. In the 
rat, however, thes multiple of the human dose resulted in decreased pregnancies and in 
the retarded development of fetuses. These effects are thought to be due to an inhibition 
or delay in implantation which is also observed in rodents administered other 
antipsychotic drugs. In the rabbit, maternal toxicity, mortality, decreased weight gain, 
and embryotoxicity including increased resorptions were dose related. Because animal 
reproduction studies are not always predictive of human response, pimozide should be 
given to a pregnant woman only if the potential benefits of treatment clearly outweigh the 
potential risks 

Labor and Delivery This drug has no recognized use in labor or delivery. 


Nursing Mothers It is not known whether pimozide is excreted in human milk. Because 
many drugs are excreted in human milk and because of the potential for tumorigenicity 
and unknown cardiovascular effects in the infant, a decision should be made whether to 
discontinue nursing or to discontinue the drug, taking into account the importance of the 
drug to the mother 


aa pas Although Tourette's Disorder most often has its onset between the ages of 
and 15 years, information on the use and efficacy of ORAP in patents less than 12 
years of age is limited 

Because its use and safety have not been evaluated in other childhood disorders, 
ORAP is not recommended for use in any condition other than Tourette's Disorder 


ADVERSE REACTIONS 
General’ Extrapyramidal Reactions: Neuromuscular (extrapyramidal) reactions dunng 
the administration of ORAP (pimozide) have been reported frequently. often during the 
first few days of treatment. In most patients, these reactions involved Parkinson-like 
symptoms which, when first observed, were usually mild to moderately severe and 
usually reversible 

Other types of neuromuscular reactions (motor restlessness, dystonia, akathisia, 
hyperreflexia, opisthotonos. oculogyric crises) have been reported far less frequently. 
Severe extrapyramidal reactions have been reported to occur at relatively low doses. 
Generally the occurrence and severity of most extrapyramidal symptoms are dose related 
since they occur at relatively high doses and have been shown to disappear or become 
less severe when the dose is reduced. Administration of antiparkinson drugs such as 
benztropine mesylate or trihexyphenidyl hydrochloride may be required for control of 
such reactions. I should be noted that persistent extrapyramidal reactions have been 
reported and that the drug may have to be discontinued in such cases 

Withdrawal Emergent Neurological Signs’ Generally, patients receiving short term 
therapy experience no problems with abrupt discontinuation of antipsychotic drugs. 
However, some patients on maintenance treatment experience transient dyskinetic signs 
after abrupt withdrawal In certain of these cases the dyskinetic movements are 
indistinguishable trom the syndrome described below under ‘Tardive Dyskinesia’ except 
for duration. It is not known whether gradual withdrawal of antipsychotic drugs will 
reduce the rate of occurrence of withdrawal emergent neurological signs but until further 
evidence becomes available, t seems reasonable to gradually withdraw use of ORAP. 

Tardive Dyskinesia) ORAP may be associated with persistent dyskinesias. Tardive 
dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic 
movements, may appear in some patients on long-term therapy or may occur after drug 
therapy has been discontinued. The risk appears to be greater in elderly patients on high- 
dose therapy, especially females. The symptoms are persistent and in some patients 
appear irreversible The syndrome is characterized by rhythmical involuntary 
movements of tongue, face, spas Mankes protrusion of tongue, puffing of cheeks, 
puckering of mouth, chewing movements). Sometimes these may be accompanied by 
involuntary movements of extremities and the trunk. 

There is no known effective treatment for tardive dyskinesia; antiparkinson agents 
usually do not alleviate the symptoms of this syndrome. It is suggested that all 
antipsychotic agents be discontinued if these symptoms appear. Should it be necessary 
to reinstitute treatment, or increase the dosage of the agent, or switch to a different 
antipsychotic agent, this syndrome may be masked. 

It has been reported that fine vermicular movement of the tongue may be an early 
sign of tardive dyskinesia and if the medication is stopped at that time the syndrome may 
not develop. 

Electrocardiographic Changes: Electrocardiographic changes have been observed in 
clinical trials of ORAP in Tourette's Disorder and schizophrenia. These have included 
prolongation of the QT interval, flattening, notching and inversion of the T wave and the 
appearance of U waves. Sudden, unexpected deaths and grand mal seizure have 
occurred at doses above 20 mg/day 

Neuroleptic Syndrome: Neuroleptic malignant syndrome (NMS) has been 
reported with ORAP. (See WARNINGS for further information concerning NMS.) 

Hyperpyrexia: Hyperpyrexia has been reported with other antipsychotic drugs. 


Clinical Trials The following adverse reaction tabulation was derived from 20 patients in 
a 6 week long placebo controlled clinical trial of ORAP in Tourette s Disorder. 

Body System/ Pimozide Placebo 

Adverse Reaction (N = 20) (N = 20) 
Body as a Whole 

Headache 1 2 
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Impotence 3 9 


Because clinical investigational experience with ORAP in Tourette's Disorder is 
limited, uncommon adverse reactions may not have been detected The physician 
should consider that other adverse reactions associated with antipsychotics may occur 


Other Adverse Reactions \n addition to the adverse reactions listed above, those listed 
below have been reported in U.S. clinical trials of ORAP in conditions other than 
Tourette's Disorder 
Body as a Whole: Asthenia, chest pain, periorbital edema 
Cardiovascular/Respiratory. Postural hypotension, hypotension, hypertension, 
tachycardia, palpitations 
Gastrointestinal: \ncreased salivation, nausea, vomiting, anorexia, Glidistress 
Endocrine: Loss of libido 
Metabolic/Nutntional’ Weight gain, weight loss 
Central Nervous System: Dizziness, tremor, parkinsonism, fainting, cyskinesia 
Psychiatric: Excitement 
Skin: Rash, sweating, skin irritation 
Special Senses. Blurred vision, cataracts 
Urogenital’ Nocturia, urinary frequency 
Postmarketing Reports The following experiences were described in spontaneous 
postmarketing reports. These reports do not provide sufficient information to establish a 
clear causal relationship with the use of ORAP. 
Hematologic: Hemolytic anemia 


OVERDOSAGE 

in general, the signs and symptoms of overdosage with ORAP (pimozide) would be 
an exaggeration of known pharmacologic effects and adverse reactions, the most 
prominent of which would be: 1) electrocardiographic abnormalities, 2) severe 
extrapyramidal reactions, 3) hypotension, 4) a comatose state with respiratory 
depression. 

in the event of overdosage, gastric lavage, establishment of a patent airway and, if 
necessary mechanically-assisted respiration are advised. Electrocardiographic 
monitoring should commence immediately and continue until the ECG parameters are 
within the normal range. and circulatory collapse may be counteracted by 
use of intravenous fluids, plasma, or concentrated albumin, and vasopressor agents such 
as metaraminol, phenylephrine and norepinephrine. Epinephrine should not be used. In 
case of severe extrapyramidal reactions, antiparkinson medication should be 
administered. Because of the long half-life of pimozide, patients who take an overdose 
should be observed for at least 4 days. As with all drugs, the physician snould consider 
contacting a poison control center for additional information on the treatment of 
overdose. 


DOSAGE AND ADMINISTRATION 

Reliable dose response data for the effects of ORAP (pimozide) on tic manifestations 
in Tourette's Disorder patients below the age of twelve are not available. Consequently, 
the suppression of tics by ORAP requires a slow and gradual introduction of the drug. 
The patient's dose should be carefully adjusted to a point where the suppression of tics 
and the relief afforded is balanced against the untoward side effects of the drug. 

An ECC should be done at baseline and periodically thereafter, especially during the 
period of dose adjustment (see WARNINGS and PRECAUTIONS-Laboratosy Tests). 

in general, treatment with ORAP should be initiated with a dose of 1 to.2 mg a day in 
divided doses. The dose may be increased thereafter every other day. Most patlents are 
maintained at less than 0.2 mg/kg per day, or 10 mg/day, whichever is less. Doses 
greater than 0.2 mg/kg/day or 10 mg/day are not recommended. 

Periodic attempts should be made to reduce the dosage of ORAP to see whether or 
not tics persist at the level and extent first identified. In attempts to reducethe dosage of 
ORAP. consideration should be given to the possibility that increases of tic intensity and 
frequency may represent a transient, withdrawal related phenomenon rather than a return 
of disease symptoms. Specifically, one to two weeks should be allowed tœelapse before 
one concludes that an increase in tic manifestations is a function of the underlying 
disease syndrome rather than a response to drug withdrawal. A graduakwithdrawal is 
recommended in any case. 


HOW SUPPLIED 
ORAP (pimozide) 2 mg tablets, white, scored, imprint “LEMMON” and “ORAP-2"—NDC 
57844-187-01, bottles of 100. 
Dispense in tight, light-resistant containers as defined in the official compendium. 


Made in Canada 


Manufactured by: 
McNeil Pharmaceutical, (Canada) Ltd. 
Stouffville, Ontario L4A 7x7 


Printed in USA 
Rev. A 6/88 


GATE Pharmaceuticals 
Division of Lemmon Company 
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Prozac® (fluoxetine hydrochloride) 


Brief Summary. 
Consult the package insert for complete information. 


Indications: For the treatment of depression. 
Contraindication: Known hypersensitivity to Prozac. 


Warnings: Monoamine Oxidase Inhibitors — The combined use of 
fluoxetine and MAO inhibitors should be avoided. At least 14 days 
should elapse between discontinuation of an MAO inhibitor and 
initiation of treatment with fluoxetine. 

Because of the long half-lives of fluoxetine and its active 
metabolite, at least five weeks (approximately five half-lives of 
norfluoxetine) should elapse between discontinuation of fluoxetine 
and initiation of an MAOI. Serious events, including death, have been 
reported to occur following the initiation of an MAOI shortly after 
discontinuation of fluoxetine. 

Rash and Possibly Allergic Events — Approximately 4% of 5,600 
fluoxetine patients developed a rash and/or urticaria in premarketing 
testing. Almost a third of these discontinued therapy because of rash 
and/or associated systemic signs or symptoms. Reported in 
association with rash were fever, leukocytosis, arthralgias, edema, 
carpal tunnel syndrome, respiratory distress, lymphadenopathy, 
proteinuria, and mild transaminase elevation. Most patients improved 
promptly upon discontinuation of fluoxetine and/or adjunctive 
treatment with antihistamines or steroids, and al! were reported to 
recover completely. 

Of two patients who developed a serious cutaneous systemic 
illness during premarketing clinical trials, one was considered to have 
a leukocytoclastic vasculitis, and the other, a severe desquamating 
syndrome considered variously to be a vasculitis or erythema 
multiforme. Other patients have had systemic syndromes suggestive 
of serum sickness. 

Since the introduction of Prozac, systemic events possibly related 
to vasculitis have developed in patients with rash. Although these 
events are rare, they may be serious, involving the lung, kidney, or 
liver. Death has been reported to occur in association with these 
systemic events. 

Anaphylactoid events, including bronchospasm, angioedema, and 
urticaria alone and in combination, have been reported. 

Pulmonary events, including inflammatory processes of varying 
histopathology and/or fibrosis, have been reported rarely. These 
events have occurred with dyspnea as the only preceding symptom. 

Whether these systemic events and rash have a common 
underlying cause or represent immunologic responses is not known. 
Upon the appearance of rash or of other possibly allergic phenomena 
for which an alternative etiology cannot be identified, Prozac should 
be discontinued. 


Precautions: General — Anxiety, Nervousness, and Insomnia — 
Reported by 10% to 15% of patients, 5% of whom discontinued 
fluoxetine. 

Altered Appetite and Weight — Significant weight loss, especially in 
underweight patients, may be an undesirable result of treatment. 

Approximately 9% of fluoxetine patients experienced anorexia in 
controlled clinical trials, an incidence approximately sixfold that seen 
with placebo. A weight loss >5% of body weight occurred in 13% of 
fluoxetine patients compared with 4% in those on placebo and 3% in 
those on tricyclics. However, only rarely did fluoxetine patients 
discontinue treatment because of weight loss. 

ivati ia/Hypomania — Hypomania or mania occurred in 
approximately 1% of fluoxetine patients in premarketing testing. 

i — Twelve of 6,000 patients (0.2%) experienced 
convulsions (or, possibly, sition 7 Prozac should be introduced 
with care in patients with a history of seizures. 

icide — Close supervision of high-risk patients should 
accompany initial therapy. Prescriptions of Prozac should be written 
for the smallest quantity of capsules consistent with good patient 
management to reduce the risk of overdose. 


g - 
— Because of the long elimination half-lives of the parent drug (two 
to three days) and its major active metabolite (seven to nine days), 
changes in dose will not be fully reflected in plasma for several weeks, 
affecting both strategies for titration to final dose and withdrawal from 
treatment. 

Use in Patients with Concomitant Illness — Caution is advisable in 
pavare with diseases or conditions that could affect metabolism or 

emodynamic responses. 

Fluoxetine has not been evaluated or used to any appreciable extent 
in patients with a recent history of myocardial infarction or unstable 
heart disease. ECGs of 312 patients who received Prozac in double- 
blind trials were retrospectively evaluated; no conduction 
abnormalities that resulted in heart block were observed. The mean 
heart rate was reduced by approximately three beats/min. 

In subjects with cirrhosis, the clearances of fluoxetine and its active 
metabolite were decreased. A lower or less frequent dose should be 
used in patients with cirrhosis. 

Fluoxetine should be used with caution in patients with severe renal 
impairment.in patients with diabetes, Prozac may alter glycemic 
control. Hypoglycemia has occurred during therapy with Prozac, and 
hyperglycemia has developed following discontinuation. Insulin 
and/or oral hypoglycemic dosage may need to be adjusted when 
fluoxetine therapy is instituted or discontinued. i 

g — Any 

psychoactive drug may impair judgment, thinking, or motor skills, and 

atients should be cautioned about operating hazardous machinery, 

including automobiles, until they are reasonably certain that the drug 
does not affect them adversely. 

Information for Patients — Physicians should advise their patients 
to notify them if i 

eare taking or plan to take any prescription or over-the-counter 
drugs or alcohol 

e become pregnant or intend to become pregnant during therapy 

eare breast feeding an infant 

e develop a rash or hives 

Drug Interactions — Iryptophan — Five patients receiving 
tryptophan experienced adverse reactions, including agitation, 
restlessness, and gastrointestinal distress. 

i i j — See Warnings. 

Other Antidepressants — There have been greater than twofold 
increases of previously stable plasma levels of other antidepressants 
when Prozac has been administered in combination with these agents. 

ithi — There have been reports of both increased and 
decreased lithium levels and lithium toxicity. Lithium levels should be 
monitored. 
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Diazepam Clearance — The half-life of diazepam may be prolonged 
in some patients. 

Drugs Tightly Bound to Plasma Proteins — Because fluoxetine is 
tightly bound to plasma protein, the concurrent administration of 
fluoxetine and another tightly bound drug may cause a shift in plasma 
concentrations potentially resulting in an adverse effect. Adverse 
effects may also result from displacement of protein-bound fluoxetine 
by other tightly bound drugs. 

-Acti — Caution is advised if the concomitant 
administration of Prozac and such drugs is required. 
i py — There have been rare reports of 
prolonged seizures in patients on fluoxetine receiving ECT treatment. 

Carcinogenesis, Mutagenesis, Impairment of Fertility — There is no 
evidence of carcinogenicity, mutagenicity, or impairment of fertility 
with Prozac. 

The dietary administration of fluoxetine to rats and mice for two 
years at doses approximately 7.5 and 9.0 times the maximum human 
dose (80 mg) respectively revealed no evidence of carcinogenicity. 

Fluoxetine and norfluoxetine have been shown to have no genotoxic 
effects based on the following assays: bacterial mutation assay, DNA 
repair assay in cultured rat hepatocytes, mouse lymphoma assay, and 
in vivo sister chromatid exchange assay in Chinese hamster bone 
marrow cells. 

Two fertility studies in rats at doses approximately five and nine 
times the maximum human dose (80 mg) respectively revealed no 
adverse effects on fertility. A slight decrease in neonatal survival was 
noted, probably associated with depressed maternal food 
consumption and suppressed weight gain. 

Pregnancy — Teratogeni gnancy Category B = 
Reproduction studies in rats and rabbits at doses nine and 11 times 
the maximum human dose (80 mg) respectively revealed no evidence 
of harm to the fetus. Although there have been no adequate and well- 
controlled studies in pregnant women, this drug should be used 
during pregnancy only if clearly needed. 

Labor and Delivery — The effect of Prozac on labor and delivery in 
humans is unknown. 

Nursing Mothers — Because Prozac is known to be excreted in 
human milk, caution should be exercised when Prozac is administered 
to a nursing woman. 

Usage in Children — Safety and effectiveness in children have not 
been established. 

Usage in the Elderly — In clinical studies of several hundred elder! 
patients, no unusual adverse age-related phenomena were identified. 
However, these data are insufficient to rule out possible age-related 
differences during chronic use, particularly in elderly patients with 
concomitant systemic illnesses or those receiving concomitant drugs. 

Hyponatremia — Hyponatremia (some cases with serum Na <110 
mmol/L) has been reported, which appeared to be reversible on drug 
discontinuation. Some cases were possibly due to SIADH, and the 
majority have been in older patients and those taking diuretics or 
otherwise volume depleted. 

Platelet Function — There have been rare reports of altered platelet 
function and/or abnormal results from laboratory studies in patients 
taking fluoxetine. While there have been reports of abnormal bleeding 
in several patients taking fluoxetine, it is unclear whether fluoxetine 
had a Causative role. 


Adverse Reactions: Commonly Observed — Nervous system 
complaints, including anxiety, nervousness, and insomnia; 
drowsiness and fatigue or asthenia; tremor; sweating; gastrointestinal 
complaints, including anorexia, nausea, and diarrhea; and dizziness or 
lightheadedness. 

Associated With Discontinuation of Treatment — Fifteen percent of 
4,000 clinical trial patients discontinued fluoxetine due to an adverse 
event. The more common events included: psychiatric (5.3%), 
primarily nervousness, anxiety, and insomnia; digestive (3.0%), 
primarily nausea; nervous system (1.6%), primarily dizziness, body 
as a whole (1.5%), primarily asthenia and headache; and skin (1.4%), 
primarily rash and pruritus. 

Incidence in Controlled Clinical Trials — The accompanying table 
enumerates adverse events that occurred at a frequency of > 1% in 
controlled trials. 


TREATMENT-EMERGENT ADVERSE EXPERIENCE INCIDENCE 
IN PLACEBO-CONTROLLED CLINICAL TRIALS 





Percentage of Percentage of 
Patients Reporting Patients Reporting 
Event Event 

Body Systenv Prozac Placebo Body System Prozac _ Placebo 

Adverse Event* (N= 1,730) (N=799) Adverse Event* (N=1,730) (N=799) 

Nervous Body as a Whole 
Headache 20.3 155 44 19 
Nervousness 149 85 Infection, viral 34 31 
insomnia 13.8 71 Pain, limb 1.6 11 
Drowsiness 11.6 6.3 Fever 1.4 - 

xiety 94 5.5 Pain, chest 13 11 
Tremor 7.9 24 Allergy 1.2 1.1 
Dizziness 57 3.3 Influenza 1.2 15 
Fatigue 42 1.1 Respiratory 

ed 19 1.3 Upper 
Sensation respiratory 

disturbance 17 2.0 infection 7.6 6.0 
Libido, Flu-tike 

decreased 16 — syndrome 2.8 1.9 
Light- Pharyngitis 2.7 13 

headedness 1.6 — Nasal 
Concentration, congestion 2.6 23 
decreased 15 — Headache, 

Digestive sinus 2.3 1.8 
Nausea 21.1 10.1 Sinusitis 2.1 2.0 
Diarrhea 12.3 7.0 Cough 1.6 16 
Mouth Dyspnea 14 — 

dryness 95 6.0 Cardiovascular 
Anorexia 8.7 15 Hot flushes 18 1.0 

psia 6.4 43 Palpitations 1.3 14 
Constipation 45 3.3 Musculoskeletal 

in, Pain, back 2.0 24 

abdominal 3.4 2.9 Pain, joint 1.2 11 
Vomiting 24 1.3 Pain, muscle 1.2 1.0 
Taste change 1.8 — Urogenital 
Flatulence 1.6 1 Menstruation 
Gastroenteritis 1.0 14 paintul 19 14 

Skin and ual 

ges dysfunction 19 — 
Sweating, Frequent 

excessive 8.4 3.8 micturition 1.6 — 
Rash 27 1.8 Urinary tract 
Pruritus 24 14 intection 1.2 — 

Special Senses 
Vision 
disturbance 28 18 





*Events reported by 21% of fluoxetine patients are included 
— Incidence <1% 
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Other Events Observed During Premarketing Evaluation in 5,600 
Fluoxetine Patients — Frequent adverse events are defined as those 
occurring on one or more occasions in at least 100 patients; 
infrequent adverse events are those occurring in 1/100 to 1/1,000 
patients; rare events are those occurring in less than 1/1,000 patients. 

— Frequent: chills; infrequent: ehills and fever, 
cyst, face edema, hangover effect, jaw pain, malaise, neck pain, neck 
rigidity, and pelvic pain; Rare: abdomen enlarged, cellulitis, 
hydrocephalus, hypothermia, LE syndrome, moniliasis, and serum 
sickness. 

Cardiovascular System — /nfrequent: angina pectoris, arrhythmia, 
hemorrhage, hypertension, hypotension, migraine, postural 
hypotension, syncope, and tachycardia; Rare: AV block first-degree, 
bradycardia, bundle-branch block, cerebral ischemia, myocardial 
infarct, thrombophlebitis, vascular headache, and ventricular 
arrhythmia. 

igesti stem — Frequent: increased appetite; /nfrequent: 
aphthous stomatitis, dysphagia, eructation, esophagitis, gastritis, 
gingivitis, glossitis, liver function tests abnormal, melena, stomatitis, 
thirst; Rare: bloody diarrhea, cholecystitis, cholelithiasis, colitis, 
duodenal ulcer, enteritis, fecal incontinence, hematemesis, hepatitis, 
hepatomegaly, hyperchlorhydria, increased salivation, jaundice, liver 
tenderness, mouth ulceration, salivary gland enlargement, stomach 
ulcer, tongue discoloration, and tongue edema. 

— Infrequent: hypothyroidism, Aare: goiter and 
hyperthyroidism. 

i mphatic Sy — Infrequent anemia and 
lymphadenopathy; Rare: bleeding time increased, blood dyscrasia, 
leukopenia, lymphocytosis, petechia, purpura, sedimentation rate 
increased, and thrombocythemia. 

j iti — Frequent: weight loss; Infrequent: 
pere edema, hypoglycemia, peripheral edema, and weight gain; 

are: dehydration, gout, hypercholesteremia, hyperglycemia, 
hyperlipemia, hypoglycemic reaction, hypokalemia, hyponatremia, 
and iron deficiency anemia. 
stem — Infrequent: arthritis, bone pain, 
bursitis, tenosynovitis, and twitching; Rare: bene necrosis, 
chondrodystrophy, muscle hemorrhage, myositis, osteoporosis, 
pathological fracture, and rheumatoid arthritis. 
stem — Frequent: abnormal dreams and agitation; 
Infrequent: abnormal gait, acute brain syndrome, akathisia, amnesia, 
apathy, ataxia, buccoglossal syndrome, CNS stimulation, convulsion, 
delusions, depersonalization, emotional lability, euphoria, 
hallucinations, hostility, hyperkinesia, hypesthesia, incoordination, 
libido increased, manic reaction, neuralgia, neuropathy, paranoid 
reaction, psychosis, and vertigo; Rare: abnonmal electro- 
encephalogram, antisocial reaction, chronic brain syndrome, 
circumoral paresthesia, CNS depression, coma, dysarthria, dystonia, 
extrapyramidal syndrome, hypertonia, hysteria, myoclonus, 
nystagmus, paralysis, reflexes decreased, stupor, and torticollis. 
pi System — Frequent: bronchitis, rhinitis, and yawn; 
Infrequent: asthma, epistaxis, hiccup, hyperventilation, and 
pneumonia; Rare: apnea, hemoptysis, hypoxia, larynx edema, lung 
edema, lung fibrosis/alveolitis, and pleural effusion. 

i p es — Infrequent: acne, alopecia, contact 
dermatitis, dry skin, herpes simplex, maculopapular rash, and 
urticaria; Rare: eczema, erythema multiforme, fungal dermatitis, 
herpes zoster, hirsutism, psoriasis, purpuric rash, pustular rash, 
seborrhea, skin discoloration, skin hypertrophy, subcutaneous nodule, 
and vesiculobullous rash. 

j — Infrequent: amblyopia, conjunctivitis, ear pain, 
eye pain, mydriasis, photophobia, and tinnitus; Rare: blepharitis, 
cataract, corneal lesion, deafness, diplopia, eye hemorrhage, 
glaucoma, iritis, ptosis, strabismus, and taste loss. 

j stem — /nfrequent: abnormal ejaculation, 
amenorrhea, breast pain, cystitis, dysuria, fibrocystic breast, 
impotence, leukorrhea, menopause, menorrhagia, ovarian disorder, 
urinary incontinence, urinary retention, urinary urgency, urination 
impaired, and vaginitis; Rare: abortion, albuminuria, breast 
enlargement, dyspareunia, epididymitis, female lactation, hematuria, 
hypomenorrhea, kidney calculus, metrorrhagia, orchitis, polyuria, 
pyelonephritis, pyuria, salpingitis, urethral pain, urethritis, urinary 
tract disorder, urolithiasis, uterine hemorrhage, uterine spasm, and 
vaginal hemorrhage. 

Postintroduction Reports — Voluntary reports of adverse events 
temporarily associated with Prozac that have been received since 
market introduction and which may have no causal relationship with 
the drug include the following: cerebral vascular accident, confusion, 
dyskinesia, ecchymoses, gastrointestinal hemorrhage, hyperpro- 
lactinemia, pancreatitis, suicidal ideation, thrombocytapenia, throm- 
bocytopenic purpura, vaginal bleeding after drug withdrawal, and 
violent behaviors. 


Overdosage: Human Experience — As of December 1987, there were 
two deaths among approximately 38 reports of acute overdose with 
fluoxetine, either alone or in combination with other drugs and/or 
alcohol. One death involved a combined overdose with approximately 
1,800 mg of fluoxetine and an undetermined amount of maprotiline. 
A second death involved fluoxetine, codeine, and temazepam. 

One other patient who reportedly took 3,000 mg of fluoxetine 
experienced two grand mal seizures that remitted spontaneously 
without specific anticonvulsant treatment. The actual amount of drug 
absorbed may have been less due to vomiting. 

Nausea and vomiting were prominent in overdoses involving higher 
fluoxetine doses. Other prominent symptoms of overdose included 
agitation, restlessness, hypomania, and other signs of CNS excitation. 
Except for the two deaths noted above, all other overdose cases 
recovered without residua. 

A single death attributed to overdose of fluoxetine alone has been 
reported. 
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See complete prescribing information in SKAF literature or PDR. The following is a brief 
summary. 


Contraindications: Comatose states or presence of large amounts of C.N.S. Gepressants. 


Warnings: The possibility of extrapyramidal reactions from chiorpromazine may confuse 
the diagnosis of Reye's syndrome or other encephalopathy. Therefore, avoid use in 
children or adolescents with suspected Reye's syndrome. 


May cause persistent tardive dyskinesia, which appears to be irreversible in some patients. 
Reserve chronic neuroleptic treatment for patents with chronic iliness 1) that is known to respond 
to neuroleptics and 2) for whom there are no sater but equally effective treatment options. Use the 
smallest effective dose over the shortest treatment duration. If signs and symptorns of tardive 
dyskinesia develop, consider discontinuing the neuroleptic. A potentially fatal symptarn complex 
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in asso 
ciation with antipsychotic drugs. To manage NMS 1) discontinue immediately antipsychatic 

drugs and any other drugs not essential to concurrent therapy; 2) treat symptoms intensively and 
monitor; 3) where possible, treat serious concomitant medical problerns. ff antipsychotic treatment 
is needed after recovery from NMS, consider reintroducing drug therapy and monitor the patient 
carefully as recurrences of NMS have been reported. ‘Thorazine’ am puls and vials contain 
sodium bisulfite and sodium sulfite; the sulfite may cause allergic reactions, including anaphylactic 
symptoms. in patients with bone marrow depression or previously demonstrated hypersensitivity 
(e... blood dyscrasias, jaundice) with phenothiazines, do not administer ‘Thorazine’ unless the 
potential treatment benefits outweigh the possible hazards. Caution patients about activities 
requiring alertness (e.g., operating vehicles or machinery) especially during the first few days 
therapy. Avoid concomitant use with alcohol. May counteract antihypertensive effect of quan- 
ethidine and related compounds. Use in pregnancy only when essential. There are reported 
instances of prolonged jaundice, extrapyramidal signs. hyperreflexia or hyporeflexia in newborns 
whose mothers had received chlorpromazine. Chlorpromazine is excreted in the breast milk of 
nursing mothers. 


Precautions: Advise patients and/or guardians of the risk of tardive dyskinesia from chronic ther- 
apy. Use cautiously in persons with cardiovascular, liver, renal or chronic respiratory disease, or 
with acute respiratory infections, Patients with a history of hepatic encephalopathy due to cirrhosis 
have increased sensitivity to the C.N.S. effects of chlorpromazine. Due to cough reflex suppres- 
sion, aspiration of vomitus is possible. May prolong or intensify the action of C N.S. depressants, 
organophosphorus insecticides, heat, atropine and related drugs. (Reduce dosage of concomi- 
tant C.N.S. depressants.) Anticonvulsant action of barbiturates is not intensified. 


Neuroleptic drugs cause elevated prolactin levels that persist during chronic administration. Since 
approximately one third of human breast cancers are prolactir-dependent in vitro, this elevation 
is of potential importance if neuroleptic drug administration is contem plated in a patient with a 
previously detected breast cancer. Neither clinical nor epiderniologic studies to date, however, 
have shown an association between the chronic adrninistration of neuroleptic drugs and manr 
mary tumorigenesis. Chromosomal aberrations in spermatocytes and abnormal sperm have been 
demonstrated in rodents treated with certain neuroleptics. Use cautiously in glaucoma patients. 
May diminish the effect of oral anticoagulants, produce a-adrenergic blockade, and lower the 
convulsive threshold; dosage adjustment of anticonvulsants may be required. May interfere with 
Dilantin®* metabolism, causing ‘Dilantin’ toxicity, May cause faise positive phenylketonuria test 
results. Do not use with Amipaque*t. Discontinue ‘Thorazine’ at least 48 hours before myelogra- 
phy, do not resume tor at least 24 hours postprocedure, and do not use to control NAY prior to 
myelography or postprocedure with ‘Amipaque’. Evatuate patients with a history of long-term 
therapy with ‘Thorazine’ and/or other neuroleptics periodically to decide whether the dosage 
could be reduced or therapy discontinued. Antiemetic effect may mask signs of overdosage of 
other drugs or obscure diagnosis and treatment of conditions such as intestinal obstruction, brain 
tumor and Reye's syndrome (see Warnings). When used concomitantly, may obscure vomiting as 
a sign of toxicity of a cancer chemotherapeutic agent. Discontinue high-dose, long-term therapy 
gradually. Patients with a history of long-term therapy with ‘Thorazine’ and/or other neuroleptics 
should be evaluated periodicaly for possible adjustment or discontinuance of drug therapy. 


Adverse Reactions: Drowsiness: cholestatic jaundice; agranulocytosis, eosinophilia, laukope- 
nia, hemolytic anemia, aplastic anemia, thrombocytopenic purpura and pancytopenia: postural 
hypotension, tachycardia, fainting, dizziness and occasionally a shock-like condition: reversal 
of epinephrine effects; EKG changes have been reported: neuromuscular fexirapyramidal) 
reactions: dystonias, motor restlessness, pseudo-parkinsonism, persistent tardive dyskinesia, 
psychotic symptoms, catatonic-like states, cerebral edema; convulsive seizures: abnormality of 
the cerebrospinal fluid proteins: urticarial reactions and photosensitivity, exfoliative dermatitis, 
contact dermatitis; asthma, laryngeal edema, angioneurotic edema, and anaphylactoid reactions: 
lactation and breast engorgement (in females on large doses), false positive pregnancy tests, 
amenorrhea, gynecomastia; hyperglycemia, hypoglycemia, glycosuria: dry mouth, nasal 
congestion, constipation, adynamic ileus, urinary retention, priapism, miosis, mydriasis; after 
prolonged substantial doses, skin pigmentation, epithelial keratopathy, lenticular and corneal 
deposits and pigmentary retinopathy. visual impairment: mild fever {after large LM. doses); 
hyperpyrexia; increased appetite and weight; a systemic lupus er ythematosus-like syndrome: 
peripheral ederna. 


NOTE: Sudden death in patients taking phenothiazines {apparently due to cardiac arrest or 
asphyxia due to failure of cough reflex) has been reported but no causal relabonship has been 
established. 


How Supplied: Tablets: 10 mg. 25 mg or 50 mg, in bottles of 100 and 1000: in Single Unit 
Packages of 100 (intended for institutional use only). For use in severe neuropsychiatric condi 
tions, 100 mg and 200 mg, in bottles of 100 and 1000: in Single Unit Packages of 100 (intended 
for institutional use only). 


Spansule* brand of sustained release capsules: 30 mg, 75 mg, 150 mg or 200 mg, in bottles 
of 50 and 500; in Single Unit Packages of 100 (intended for institutional use only). For use in 
severe neuropsychiatric conditions, 300 mg, in bottles of 50; in Single Unit Packages of 100 
(intended for institutional use only). 


Amputs: 1 mL and 2 mL (25 mg/mL), in boxes of 10, 100 and 500. 
Muitipie-dose Vials: 10 mi. (25 mg/mL), in boxes of 1, 20 and 100. 
Syrup: 10 mg/5 mL in 4 fi oz bottles. 

Suppositories: 25 mg or 100 mg, in boxes of 12. 


Concentrate: intended for institutional use. 30 mg/mL. in 4 fi oz botties and in cartons of 
36 bottles. 100 mg/mL, in 8 fi oz bottles, in cartons of 12. 


*phenytoin, Parke-Davis. 
tretrizamide, Winthrop Pharmaceuticals. 
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COME LIVE IN THE MOUNTAINS 


Psychiatric specialty needed for this attrac- 
tive community nestled in the mountains. 
Cody, WY is located only 50 miles from Yel- 
lowstone Park. Area abundant in fishing, 
hunting and outdoor sports. NO STATE IN- 
COME TAX! Well-trained medical staff with a 
well-equipped, progressive, newly remodeled 
hospital. 46-bed hospital, 106-bed LTCC and 
14-bed Chemical Dependency Center. 


For more information call Ruth 
McDaniel, CEC at (307) 578-2488 or | 
send curriculum vitae to West Park 
Hospital, 707 Sheridan Ave., 
Cody, WY 82414. 





STAFF PSYCHIATRIST 


YARMOUTH, NOVA SCOTIA 





The Department of Psychiatric Mental Health Services at Western 
Regional Health Centre is currently seeking a psychiatrist to join our 
staff. We provide comprehensive psychiatric services to Southwest 
Nova Scotia (population 65,000). These services include: (1) a. 
20-bed acute inpatient psychiatry ward, day hospital, and outpatient 
clinic at Yarmouth Regional Hoia A four satellite clinics, and (3) 
institutional and general hospital consultation. 


Qualifications: 
-National Boards or FLEX 
-Board Eligible/Certified 
pie alee in somatic treatments 
and medical-model psychiatry 


The recent introduction of remuneration through a contract 
arrangement makes this a very attractive position as it significantly 
enhances the potential salary - $103,000 to $130,000 on a 37.5 hour 
work week and may be augmented with extra reimbursement for call 
back. In addition extra billing may be available where staff _ 
complement permits and private practice is possible. The option also 
continues to exist for applicants who prefer a salary arrangement with 
a full range of benefits rather than a contract basis. 


Assistance with moving expenses and bonuses totalling up to $25,000, 
dependent upon qualifications, are also available. In accordance with 
current income tax interpretation the bonuses are non-taxable. 


Yarmouth (population 8,000) is a seaport and regional center at the 
outlet of the Bay of Fundy and lies approximately the same latitude as 
Portland, Oregon. For further information please contact: 


James Chandler, M.D., FRCP(C) or Mr. Ron Clark 
Department of Psychiatry Director of Human Resources 


Yarmouth Regional Hospital 
60 Vancouver Street 
Yarmouth, Nova Scotia, BSA 2P5 
Telephone: (902) 724-3541 





MARK YOUR 
CALENDARS! 


The APA and the Caribbean Psychiatric 
Association announce a joint 


CARIBBEAN 
MEETING 


| to follow the 1991 APA Annual Meeting on | 


May 11-16 in New Orleans. 


Sunday May 19 - Wednesday, May 22 
Barbados, West Indies 


Subjects are: Geriatrics, Substance 
Abuse; Psychiatric Sequelae to Natural 
Disasters; Forensic Psychiatry and Mental 
Health Service Delivery. 


For Information Contact: 
American Psychiatric Association 
Office of International Affairs 
1400 K Street, N.W. 
Washington, D.C. 20005, U.S.A. 


Telephone: 202/682-6286 
Fax: 202/682-6114 





CHAIRMAN 
DEPARTMENT OF PSYCHIATRY 


_ The University of Florida, College of 

| Medicine seeks a distinguished indivi- 

| dual to serve as Professor and Chair- 
man of the Department of Psychiatry. 
Applicants should have an M.D. Degree, 
a record of significant accomplishments 
in research, and substantial clinical and 
administrative skills in psychiatry. 


Position is available after January 1, 
1991. Qualified individuals should send 
Curriculum Vitae and complete bibliog- 
raphy by November 1, 1990, to: 


Dr. Albert L. Rhoton, Jr., Chairman 
Psychiatry Search Committee 
University of Florida, College of Medicine 
Box J-265 
Gainesville, Florida 32610. 


An Equal Opportunity / Affirmative 
Action lo 


SOUTHWESTERN 
MICHIGAN 

STAFF 
PSYCHIATRIST 


E 
Opportunity exists for board certified or 
board eligible staff psychiatrist to join a 
private psychiatric practice. Our aca- 
demically challenging atmosphere al- 
lows you the opportunity to enhance your 
own skills while learning from other tal- 
ented psychiatrists. 


Please forward your curriculum vitae in 
confidence to: Diane Thompson, 
Physician Recruitment, 1521 Gull 
Road, Kalamazoo, MI 49001. 
Equal Opportunity Employer. 





AbA 





INDEX TO ADVERTISERS 
SEPTEMBER 1990 





The publication of an advertisement in this journal doesnot 
imply endorsement of the product or service by the 
American Psychiatric Association. 


AMBULATORY MONITORING.............. A35 
AUSTEN RIGGS CENTER, INC.......... R AA A2 
BURROUGHS WELLCOME CO. 

WV GUT, 6.2.0 Gard sacs odd aaa Al17-A20 
CIBA PHARMACEUTICAL COMPANY 

P00 Oe 11, | i ce a ..- A41-A44 A45 
CHARLES C. THOMAS PUBLISHERS......... A14 
DISTA PRODUCTS COJDIV, OF ELI LILLY & CO. 

PO ra e et a a iad AS5E-A60 
ELCOT ING irnseacn ch ee dai aaa d ea ada A23 
EMPLOYMENT OPPORTUNITIES ........ A63-A65 
GATE PHARMACEUTICALS 

POU EELE EE E EE tasted anes A55-A56 
HCA PSYCHIATRIC CO...................... All 
MCNEIL PHARMACEUTICAL 

Haldol Decanoate ............0.....-.6.. A38-A40 
MEAD JOHNSON PHARMACEUTICALS 

Desyrel wibiiee ces eni inenen i C3-C4 
MECTA CORPORATION ...................-. A2 
MERRELL DOW PHARMACEUTICALS 

| Norpro csi cals Se oh Euler as dort A4S-A50 

NEDBOOK INTERNATIONAL............... A25 
PLENUM PUBLISHING....................... All 
ROERIG DIVISION/PFIZER, INC. 

INAV ATO el AS a nen tend need £.6-A8 

DINCGU AN Sci Gauale dk dass EEN A27-A28 
ROCHE LABORATORIES 

MAHON a PE EEE we ote EE A21-A23 
RUTGERS UNIVERSITY PRESS................ A2 
SANDOZ PHARMACEUTICALS 

Coda na a a E aA A2S-A33 

DEE cao 5 pesteh anced rani erada aean te See, A dG 

Pamelor s Suknce dn. as shed ear awidedans dg aneuetea AIG 
SK&F LABORATORIES 

Stelazine .. 0... eee cee ceca caves... A1lS-A16 

TROVE ZNO 3205 od oo back boa ade obese) AGi-A62 
THE UPJOHN COMPANY 

TIAN itiea tls Botha Se cdnthatitesee lets caste ys A3%6-A37 
WYETH AYERST LABORATORIES 

POV AN a a Soke uke us ethos. 6 nice coheed C2-A1 

y MP ARE ER REAREA A To 


Southwestern Michigan 
Psychiatry Professionals 


A progressive psychiatric clinic in the southwestem Michigan 
area now has outstanding career opportunities for two top- 
notch Modica arofecsionale: 


MEDICAL DIRECTOR 

Major responsibilities include reporting patient issu 
through the Department of Psychiatry to the Medical Staff 
Executive Committee, and providing medical direction and 
acting as aison to the medical staff. In 


delve of quality e a 
STAFF PSYCHIATRIST 


Opportunities exist for board certified or board eligible pey- 
chiatrists to join an established clinic practice. Our academi- 


See pO bello Wile leana orc aoa 
psychiatrists. 


Please forward curriculum vitae In confidence to 


: Diane 
Thompson, lan Recruitment, 1521 Qull Rd., 
Kalamazoo, MI . Equal Opportunity Employer. 


DELANO CLINIC, INC. 


16" Annual Course in 
BEHAVIORAL NEUROLOGY and 
NEUROPSYCHOLOGY 


BEHAVIOR and the BRAIN 


December 5-8, 1990 
The HILTON at Walt Disney World 
Lake Buena Vista, Florida 


This interdisciplinary course is designed for 
professionals interested in brain-behavior relationships. 
Areas to be addressed include the neurobiologic basis 
of emotion, disorders of emotional communication, 
neurological disorders causing disturbances of emotion 
and the neurobiolocial basis of some psychiatric 
disorders. 


? 


Faculty includes guest speakers from the National 
Institutes of Mental Health (Drs. Daniel Weinberger 
and Robert Post) and faculty from the departments of 
Neurology, Psychiatry and Clinical and Health 
Psychology at the University of Florida. 


For further information, write to Dr. Edward 
Valenstein, 2030 NW 71st Street, Gainesville Florida 
32605, or call (904) 392-3491. 
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Minority Research Training 


in Psychiatry 


The American Psychiatric Association (APA) is 
pleased to announce the fundmg of the Program for 
Minority Research Training in Psychiatry by the National 
Institute of Mental Health (NIMH). This program will 
sponsor irainmg of minority medical students, psychiatric 
residents, and fellows who are interested in research by 


providing advice, placement assistance, stipends, travel, 
and. other expenses. 


For further information about the Program for Minority 
Research Training in Psychiatry, call or write Harold 
Alan Pincus, M.D., or Jeanne Spurlock, M.D., at the 
American Psychiatric Association, 1400 K Street, 
N.W., Washington, D.C. 20005; Telephone 202-682- 
6238; or FAX 202-682-6114. 





Wisconsin 


Psychiatry BE/BC 


It’s never too late for a new beginning! 
Dial 1-800-338-0568 and discover “The 
Right Choice” for your medical practice 
in beautiful Southern Wisconsin. 


The Monroe Clinic associates practice 
medicine without the distractions of of- 
fice management. There is no financial 
investment and you will have easy ac- 
cess to high quality peers or specialists 
for consultation. Associates enjoy regu- 
lar hours with call sharing and predict- 
able time off for continuing medical 
education and vacations. 


For an early prescription to a lasting, 
equitable partnership, please call or 
send your curriculum vitae to Robert 
Enterline, Physician Staffing Director, 
The Monroe Clinic, 1515 Tenth Street, 
Monroe, Wisconsin 53566. 


“equal opportunity employer’ 


A y © The Monroe Clinic 
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APA LIBRARY AND ARCHIVES 


Answers to Questions Our Members Often Ask 


Where is the Library and 
Archives? 

The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
Friday. 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 





Can I borrow books? 


APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks. 


Can I get reprints of journal 
articles from the Library? 


No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers? 

Yes. (202) 682-6058 is the 
reference number. We try to answer 
questions right away, but some- 
times we need time to gather infor- 
mation. We can usually respond 
within 24 hours. 





searching? —_ 


Yes. (202) 682-6057 is the 
number to call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it’s a good idea to keep a 
supply on hand. Call and ask us to 
send some for your next project. 
Charges for members are cost plus 


Does the Library 
do computer 


A66 


$15; non-members, cost plus $40. 
Turnaround time is 2 weeks. 
Records retrieved include full 
bibliographic citations and in most 
cases abstracts. 


Can you help me find an article 
in Psychiatric News? 

Yes. Call (202) 682-6080. The 
APA Library provides the only in- 
depth indexing service for 
Psychiatric News. There is com- 
plete coverage since 1978. 





Does the Library have 
audiovisual material? What 
kinds? 

Yes. The Marion E. Kenworthy 
Learning Center’s collection in- 
cludes audiocassettes and video- 
cassettes. The audio collection has 
taped symposia from annual 
meetings since 1976; the video 
collection has clinical presenta- 
tions useful for staff and continu- 
ing medical education. The loan 
period is 2 weeks. Please call for 





charges. 


> p As 
oa 


The Archives holds the records 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally, the Archives is the 
sole repository for the papers of 
Albert Deutch. There are tapes and 
transcripts from an oral history 
project, and a collection of arti- 
facts and photographs that relate 
to the history of American psychi- 
atry. These materials may be used 
in the Archives or photocopied, but 
they do not circulate. 


awr L pp 

Address: . KÈ ie 
on Library | 3 
À 1400 K Street, N.W. 4 
po agoa D.C. 20005 À 
\ Phone Numbers (Area Code 202): 
& Archives 682-6059 
. Audiovisuals 682-6058 Ñ 
į Circulation 682-6080 
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A 
Does the Library have a rare 
book collection? 


Yes. Our rare book collection 
contains many valuable and first 
editions of early works that reflect 
the history of psychiatry. Among 
its volumes are first edition copies 
of Benjamin Rush’s Medical In- 
quiries and Observations Upon the 
Diseases of the Mind and Joseph 
Breuer and Sigmund Freud’s Stu- 
dien uber Hysterie. 

The growth of this collection 
depends on gifts. However, the 
Library is not authorized to give 
appraisals for income tax purposes. 





Would you like me to donate my 
books and old journals to the 
Library? 

Yes. We are always pleased to 
receive gifts, but we must reserve 
the right to evaluate your gift for 
relevance to the Association and 
dispose of any books or journals we 
cannot use. Each donor is appro- 
priately acknowledged on a 
bookplate attached to the volume. 


Would the Library like a copy of 
my new book? 

Absolutely! In fact the APA 
Library began in 1961 with a collec- 
tion of autographed books by 
member-authors. This is a tradition 
we especially like to keep alive. 


cA SANS 


É 












Computer Searches 682-6057 
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veal: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION 
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#zodone HCI) 








Supplied for oral administration in 50 mg, 100 mg, 150 mg, and 300 mg tabiets. 







sts. 50 mg, contain the following inactive ingredients: dibasic calcium phos- 
oil, microcrystalline cellulose, ethyiceliuiose, FD&C Yellow No. 6 (aluminum lake}, 
“egnesium Stearate, povidone, sodium starch glycolate, and starch (corn). 


“@ablets, 100 mg, contain the following inactive ingredients: dibasic calcium phos- 
oil, microcrystalline cellulose, ethylcellulose, lactose, magnesium stearate, povi- 

vam starch glycolate, and starch (corn). 

/Mablets, 150 mg, contain the following inactive ingredients: microcrystalline cellu- 

Yellow No. 6 (aluminum lake), magnesium stearate, pregelatinized starch, and 


seablets, 300 mg, contain the following inactive ingredients: microcrystalline celu- 
ferric oxide, magnesium stearate, sodium starch glycolate, pregelatinized starch, 
acid, 

osm of DESYREL's antidepressant action in man is not fully understood. in animals, 

“aelectively inhibits serotonin uptake by brain synaptosomes and potentiates the 

ohanges induced by the serotonin precursor, 5-hydroxytryptophan. Cardiac conduc- 
of DESYREL in the anesthetized dog are qualitatively dissimilar and quantitatively 

esnced than those seen with tricyclic antidepressants. DESYREL is not a monoamine 

Sitor and, unlike amphetamine-type drugs, does not stimulate the central nervous 


“SYREL is weil absorbed atter oral administration without selective localization in any 
zon DESYREL is taken shortly after ingestion of food, there may be an increase in the 
brug absorbed, a decrease in maximum concentration and a lengthening in the time 
em concentration. Peak plasma levels occur approximately one hour after dosing 
“OREL is taken on an empty stomach or two hours after dosing when taken with food, 

of DESYREL is biphasic consisting of an initia! phase (half-life 3-6 hours) followed 

phase (half-life 5-9 hours), and is unaffected by the presence or absence of food. 
wotearance of DESYREL trom the body is sufficiently variable, in some patients 
Sway accumulate in the plasma. 


vatients who responded to DESYREL., one-third of the inpatients and one-half of the 

had a significant therapeutic response by the end of the first week of treatment. 
ahs of aii responders demonstrated a significant therapeutic effect by the end of the 
wk, One-fourth of responders required 2-4 weeks for a significant therapeutic re- 


MS AND USAGE 

® indicated for the treatment of depression. The efficacy of DESYREL has been 

ved in both inpatient and outpatient settings and for depressed patients with and 

iminent anxiety. The depressive iliness of patients studied corresponds to the Major 
Episode criteria of the American Psychiatric Association's Diagnostic and Statistical 


aessive Episode implies a prominent and relatively persistent (nearly every day for at 
aeeks) depressed or dysphoric mood that usually interferes with daily functioning, 
$ at least four of the following eight symptoms: change in appetite, change in sieep, 
zpr agtation or retardation, loss of interest in usual activities or cecrease in sexual 
Hased fatigahiity, feelings of guilt or worthiessness. slowed thinking or impaired 
won, and Suicidal ideation or attempts. 


ġa contraindicated in patients hypersensitive to DESYREL. 


B 

JE HAS BEEN ASSOCIATED WITH THE OCCURRENCE OF PRIAPISM. IN APPROXI- 
3 OF THE CASES REPORTED, SURGICAL INTERVENTION WAS REQUIRED AND, IN A 
JF THESE CASES, PERMANENT IMPAIRMENT OF ERECTILE FUNCTION OR IMPO- 
SULTED. MALE PATIENTS WITH PROLONGED OR INAPPROPRIATE ERECTIONS 
MMEDIATELY DISCONTINUE THE DRUG AND CONSULT THEIR PHYSICIAN. 


4on should persist, promptly contact Bristol-Myers USPG Medical Services Depart- 
°429-5591 of 812/429-5000). 


sescence of priapism and drug-induced penile erections by the intracavernosal injec- 
Mha-adrenergic stimulants such as epinephrine and metaraminol has been re- 

For one case of priapism (at some 12-24 hours’ duration) in a DESYREL-treated 
whom the intracavernosal injection of epinephrine was accomplished, prompt detu- 
aoccurred with retum of normal erectile activity. 


ure should be performed under the supervision of a urologist or a physician familiar 
ipcedure and should not de initiated without urologic consuitation it the priapism has 
ar more than 24 hours. 


dtrazodone hydrochloride} is not recommended for use during the initial recovery 
myocardial infarction. 

sould be used when administering DESYREL to patients with cardiac disease, and 
its should be closely monitored, since antidepressant drugs (including DESYREL) 
associated with the occurrence of cardiac arrhythmias. Recent clinical studies in 
ath pre-existing cardiac disease indicate that DESYREL may be arrhythmogenic in 
ants in that population. Arrhythmias identified include isolated PVCs, ventricular 
and in twe patients short episodes (3-4 beats) of ventricular tachycardia. 


ONS 


Mity of suicide in seriously depressed patients is inherent in the iliness and may 
ai significant remission occurs. Therefore, prescriptions should be written for the 
umber of tablets consistent with good patient management. 


an, including orthostatic hypotension and syncope, has been reported to occur in 
ceiving DESYREL., Concomitant administration of antihypertensive therapy with 
may require a reduction in the dose of the antihypertensive drug. 


iown about the interaction between DESYREL and general anesthetics: therefore, 
active surgery, DESYREL shouid be discontinued for as tong as cénicaily feasible. 
Denticepressants. the use of DESYREL should be based on the consideration of the 
‘hat the expected benefits of therapy outweigh potential risk factors. 

n for Patients: l 
napism has been reported to occur in patients receiving DESYREL, patients with 
of inappropriate penile erection should immediately discontinue the drug and consutt 
hysician (see WARNINGS). 

sants may impair the mentai and/or physical ability required for the performance of 
hazardous tasks, such as operating an automobile or machinery, the patient should 
ed accordingly. 

May enhance the response to alcohol, barbiturates, and other CNS depressants. 
should be given shortly after a meal or light snack. Within any individual patient, tota! 
ption may be up to 20% higher when the drug is taken with food rather than on an 
mach. The ask of diziness/ightheadedness may increase under fasting conditions. 


Dividose 


Laboratory Tests: 

Occasional low white biood cell and neutrophil counts have been noted in patients receiving 
DESYREL® (trazodone hydrochioride). These were not considered ciinically significant and did 
fot necessitate discontinuation of the drug: however, the drug should be discontinued in any 
patient whose white blood cell count or absolute neutrophil count falls below normal leveis. 
White biood cell and differential counts are recommended for patients who develop fever and 
Sore throat (or other signs of infection) during therapy. 


Drug interactions: 


increased serum digoxin or phenytoin levels have been reported to occur in patients receiving 
DESYREL concurrently with either of those two drugs. 


Ht is not known whether interactions will occur between monoamine oxidase {MAO} inhibitors 
and DESYREL. Due to the absence of clinical experience. if MAO inhibitors are discontinued 
shortly before or are to be given concomitantly with DESYREL, therapy should be initiated 
Cautiously with gradual increase in dosage unti! optimum response is achieved. 


Therapeutic interactions: 
Concurrent administration with electroshock therapy shouid be avoided because of the absence 
of experience in this area. 


There have been reports of increased and decreased prothrombin time occurring in Couma- 
dinized patients who take DESYREL. 


Carcinogenesis, Mutagenesis, impairmant of Fertility: 

No drug- or dose-related occurrence of carcinogenesis was evident in rats receiving DESYREL 
in daily oral doses up to 300 mg/kg for 18 months. 

Pregnancy Category C: 

DESYREL has been shown to cause increased fetal resorption and other adverse effects on the 
fetus in two studies using the rat when given at dose levels approximately 30-30 times the 
proposed maximum human dose. There was aiso an increase in congenital anomalies in one of 
three rabbit studies at approximately 15-50 times the maximum human dose. There are no 
adequate and well-controlled studies in pregnant women. DESYREL shuuld be used during 
pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Nursing Mothers: 

DESYREL and/or its metabolites have been found in the miik of lactating rats, suggesting that 
the drug may be secreted in human milk. Caution should be exercised when DESYREL is 
administered to a nursing woman. 


Pediatric Usa: 
Satety and effectiveness in children below the age of 18 have not been established. 


ADVERSE REACTIONS 

Because the frequency of adverse drug effects is affected by diverse factors (e.9.. drug dose, 
method of detection, physician judgment, disease under treatment, etc.) a single meaningful 
estimate of adverse event incidence is difficult to obtain. This problem is illustrated by the 
variation in adverse event incidence observed and reported from the inpatients anc outpatients 
treated with DESYREL. R is impossible to determine precisely what accounts fer the differ- 
ances observed. 


Clinical Trial Reports: 

The table below is presented solely to indicate the relative frequency of adverse events reported 
in representative controlled clinical studies conducted to evaluate the safety and efficacy of 
DESYREL. 


The figures cited cannot be used to predict precisely the incidence of untoward events in the 
course of usual medical practice where patient characteristics and other tactors often differ 
zom those which prevailed in the clinical triais. These incidence figures, also. cannot be 
compared with those obtained from other clinical studies involving related drug products and 
dlacebo as each group of drug triais is conducted under a different set of conditions. 
Treatment-Emergent 
Symptom incidence 


inpts. Outrts. 


Humber of Patients 142 95 157 158 
% of Patients 

Reporting 
Allergic 

Skin Condition/Edems 2.8 4 7.0 1.3 


Autonomic 
Biurred Vision 
Constipation 
Dry Mouth 
Cardiovascular 
Hypertension 
Hypotension 
Shortness of Breath 
Syncope 
Tachycardia/Paipitations 
CNS 
Anger/Hostility 
Contusion 
Decreased Concentration 
Disorientation 
Oizziness/Lightheadedness 
Drowsiness 
Excitement 
Fatigue 
Headache 
insomnia 
impaired Memory 
Nervousness 


Gastrointestinal 
Abdominai/Gastric Disorder 
Bad Taste in Mouth 1.4 
Diarrhea 0.8 
Nausea/Vomiting 99 


Musculoskeletal 
Musculoskeletal Aches/Pains 5.6 3.2 5.1 2.5 
Neurological 
inceordination 49 PEH 
Paresthesia 1.4 06 
Tremors 28 14 
Sexual Function 
Decreased Libido : 1.1 1.3 if 


Other 
Decreased Appetite 
Eyes Red/Tired/itching 
Head Full-Heavy 
Malaise 
Nasai/Sinus Congestion 
Nightrnares/Vivid Dreams 
Sweating/Clamminess 
Tinnitus 
Weight Gain 
Weight Loss 
“ Incidence less than 1%. 
D = DESYREL P = Placebo 
Occasional sinus bradycardia has occurred in long-term studies. 


in addition to the relgtively common fie. greater than 196) untoward events enumerates 


42 14,7 
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above. the folowing adverse events have been reported to occur in association with the us 
DESYREL” (trazodone hydrochloride) in the controled clinical studies: akathisia, allergic n 
Hon, anemia, chest pain, delayed urine flow, early menses, flatulence, hailucinations/detusk 
hematuria, hypersalivation, hypomania, impaired speech, impotence, increased appetite, 
creased libido, increased urinary frequency, missed periods, muscle twitches, numbness, 
retrograde ajacuiation. 

Postintroduction Reports: 

Although the following adverse reactions have been reported in DESYREL users, the cai 
association has neither been confirmed nor refuted. 


Voluntary reports received since market introduction include the foRowing: agitation, aiope 
apnea, ataxia, breast enlargement of engorgement, diplopia, edema, extrapyramidal syi 
toms, grand mai seizures, hallucinations, hemolytic anemia, hyperbilirubinemia, leukonye 
jaundice, lactation, liver enzyme alterations, methemogicbineria, nauseaivomiting {most 
quently), paresthesia, priapism (See WARNINGS and PRECAUTIONS, information tor Patigi 
some patients have required surgical intervention), pruritis, psychosis, rash. stupor. map 
priate ADH syndrome, tardive dyskinesia, unexpiamed death, urinary incontinence, urin 
retention, urticaria, vasodilation, vertigo and weakness. 


Cardiovascular system effects which have been reported include the following: conduct 
block, orthostatic hypotension and syncope, palpitations, bradycardia, atrial fibrillation, m 
cardial infarction, cardiac arrest, arrhythmia, and ventricular ectopic activity, including vent 
ular tachycardia (see WARNINGS}. 


OVERDOSE 

Animal Oral LOgo 

The oral LOgg of the drug is 610 mg/kg in mice, 486 mg/kg in rats, and 560 mg/kg in rabb 
Signs and Symptoms: 

Death from overdose has occurred in patients ingesting DESYREL (trazodone hydrochion 
and other drugs concurrently (namely, alcohol; alcohol + chloral hydrate + diazepam: ar 
barbital; chiordiazepoxide; or meprobamate). 

The most severe reactions reported to have occurred with overdose of DESYREL alone A 
been priapism, respiratory arrest. seizures, and EKG changes. The reactions reported m 
frequently have been drowsiness and vomiting. Overdosage may cause an increase in incider 
or severity of any of the reported adverse reactions (see ADVERSE REACTIONS). 
Treatment: 

There is no specific antidote for DESYREL. Treatment should be symptomatic and supportive 
the case of hypotension or excessive sedation. Any patient suspected of having taken 
overdose should have the stomach emptied by gastric lavage. Forced diuresis may be useful 
facilitating elimination of the drug. 

DOSAGE AND ADMINISTRATION 

The dosage should be initiated at a low ievel and increased gradually, noting the cni 
response and any evidence of intolerance. Occurrence of drowsiness may require the admir 
tration of a major portion of the daily dose at bedtime or a reduction of dosage. DESYA 
should be taken shortly after a meal or light snack. Symptomatic relief may be seen during | 
first week, with optimal antidepressant effects typically evident within two weeks. Twenty-f 
percent of those who respond to DESYREL require more than two weeks {up to four weeks} 
drug administration. 

Usual Adult Dosage: 

An initial dose of 150 mg/day in divided doses is suggested. The dose may be increased by 
mg/day every three to four days. The maximum dose tor outpatients usually should not exce 
400 mg/day in divided doses. inpatients (i.6., more severely depressed patients) may be gh 
up to but not in excess of 600 mo/day in divided doses. 

Maintenance: 

Dosage during prolonged maintenance therapy should be kept at the lowest effective fev 
Once an adequate response has been achieved, dosage may be gradually reduced. w 
Subsequent adjustment depending on therapeutic response. 

Although there has been no systematic evaluation of the efficacy of DESYREL beyond 
weeks, it is generally recommended that a course of antidepressant drug treatment shouid 
continued for several months. 
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Reterences:1. Rickels K, etal. Buspironeand diazepam in anxiety: A controlled study. J Clin Psychiatry 1982;43(12, Sec 2):81-86 
2. Newton RE, etal: A review of the side effect profile of buspirone. Am J Med 1986:80(supp! 3B):17-21. 3. Lucki |, et al: Differential 
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Contraindications: Hypersensitivity to buspirone hydrochloride 

Warnings: The administration of BuSpar to a patient taking a monoamine oxidase inhibitor 
(MAOI) may pose a hazard. Since blood pressure has become elevated when BuSpar was administered 
concomitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in 
lieu of appropriate antipsychotic treatment. 

Precautions: General—/nterference with cognitive and motor performance: Although buspirone is less se- 
dating than other anxiolytics and does not produce significant functional impairment, its CNS effects in a given 
patient may not be predictable; therefore, patients should be cautioned about operating an automobile or using 
complex machinery until they are reasonably certain that buspirone does not affect them adversely. Although 
buspirone has not been shown to increase alcohol-induced impairment in motor and mental performance, it is 
prudent to avoid concomitant use with alcohol 

Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because buspirone 
will not block the withdrawal syndrome often seen with cessatior of therapy with benzodiazepines and other 
common sedative/hypnotic drugs, before starting buspirone withdraw patients gradually from their prior treat- 
ment, especially those who used a CNS depressant chronically. Rebound or withdrawal symptoms may occur 
over varying time periods, depending in part on the type of drug and its elimination half-life. The withdrawal 
syndrome can appear as any combination of irritability, anxiety, agitation, insomnia, tremor, abdominal cramps, 
muscle cramps, vomiting, sweating, flu-like symptoms without fever, and occasionally, even as seizures 
Possible concerns related to buspirone’s binding to dopamine receptors: Because buspirone can bind to cen- 
tral dopamine receptors, a question has been raised about its potential to cause acute and chronic changes in 
dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and tardive dyskine- 
sia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-like activity; how- 
ever, a syndrome of restlessness, appearing shortly after initiation of treatment, has been reported; the 
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syndrome may be due to increased central noradrenergic activity or may be attributable to dopaminergic effects 

(ie, represent akathisia) 

Information for Patients—Patients should be instructed to inform their physician about any medications, 

prescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with bu- 

spirone; to inform their physician if they are pregnant, are planning to become pregnant. or become pregnant 

while taking buspirone: to inform their physician if they are breast feeding; and not to drive a car or operate po- 

tentially dangerous machinery until they experience how this medication affects them 

Drug Interactions—Concomitant use with other CNS active drugs should be approached with caution (see 

Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations on SGPT (ALT) in a few 

patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperidol con- 

centrations in normal volunteers. The clinical significance is not clear. Buspirone does not displace tightly 

bound drugs like phenytoin, propranolol, and warfarin from serum proteins, but may displace less firmly 

bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspirone was 
iven to a patient also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid 
arcinogenesis, Mutagenesis, impairment of Fertility —No evidence of carcinogenic potential was 

observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed: chromo- 

somal aberrations or abnormalities did not occur. 

Pregnancy: Teratogenic Effects—Pregnancy Category B: Should be used during pregnancy only if 

clearly needed. 

Nursing Mothers—Administration to nursing women should be avoided if clinically possible 

Pediatric Use—The safety and effectiveness have not been determined in individuals below 18 years of age 

Use in the Elderly—No unusual, adverse, age-related phenomena have been identified in elderly patients 

age total, modal daily dose of 15 mg 

Use in Patients with Impaired Hepatic or Renal Function—Since buspirone is metabolized by the 

liver and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment 

Adverse Reactions (See also Precautions): Commonly Observed—The more commonly observed 

untoward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea 

headache, nervousness, lightheadedness, and excitement 

Associated with Discontinuation of Treatment—The more common events causing discontinuation in- 
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cluded: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness, drowsiness, 
lightheaded feeling; gastrointestinal disturbances (1.2%), primarily nausea; miscellaneous disturbances 
(1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple complaints, none of which 
could be characterized as pray 

Incidence in Controlled Clinical Trials—Adverse events reported by 1% or more of 477 patients who re- 
ceived buspirone in four-week, controlled trials: Cardiovascular: Tachycardia/palpitations 1%. CNS: Dizziness 
12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased concentration 2%, 
excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EENT: Blurred vision 2%. Gastrointestinal: 
Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipation 1%, vomiting 1%. Mus- 
culoskeletal: Musculoskeletal aches/pains 1%. Neurological: Numbness 2%, paresthesia 1%, incoordination 
Po tremor i Skin: Skin rash 1%. Miscellaneous: Headache 6%, fatigue 4%, weakness 2%, sweating/ 
clamminess 1%. 

Other Events Observed During the Entire Premarketing Evaluation—The relative frequency of all 
other undesirable events reasonably associated with the use of buspirone in approximately 3000 subjects who 
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as follows: 
Frequent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to 1/1000 patients; 
and rare are those occurring in less than 11000 patients. Cardiovascular—frequent: non-specific chest pain; in- 
frequent: syncope, hypotension, hypertension; rare: cerebrovascular accident, congestive heart failure, myo- 
cardial infarction, cardiomyopathy, bradycardia. Central Nervous System—trequent: dream disturbances; 
infrequent: depersonalization, dysphoria, noise intolerance, euphoria, akathisia, fearfulness, loss of interest, 
dissociative reaction, hallucinations, suicidal ideation, seizures; rare: feelings of claustrophobia, cold intoler- 
ance, stupor, slurred speech, psychosis. EENT —frequent: tinnitus, sore throat, nasal congestion; infrequent: 
redness and itching of the eyes, altered taste, altered smell, conjunctivitis; rare: inner ear abnormality, eye pain, 
k photophobia, pressure on eyes. Endocrine—rare: lactorrhea, thyroid abnormality. Gastrointestinal— 
infrequent: flatulence, anorexia, increased appetite, salivation, irritable colon, rectal bleeding; rare: burning of 
the tongue. Genitourinary—intrequent: urinary frequency, urinary hesitancy, menstrual irregularity and spot- 
ting, dysuria; rare: amenorrhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal —intrequent: 
muscle cramps, muscle spasms, rigid/stiff muscles, arthralgias. Neurological —intrequent: involuntary move- 
ments, slowed reaction time; rare: muscle weakness. Respiratory—intrequent: hyperventilation, shortness of 
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breath, chest congestion; rare: epistaxis. Sexua/ Function—infrequent: decreased or increased libido; rare: de- 
layed ejaculation, impotence. Skin—intrequent: edema, pruritus, flushing, easy bruising, hair loss, dry skin, 
facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory—intrequent: increases in hepatic 
aminotransferases (SGOT, SGPT); rare: mali ipaa leukopenia, thrombocytopenia. Miscellaneous— 
infrequent: weight gain, fever, roaring sensation in the head, weight loss, malaise; rare: alcohol abuse, bleeding 
disturbance, loss of voice, hiccoughs. 
Postintroduction Clinical Experience—Rare occurrences of allergic reactions, cogwheel rigidity, dys- 
tonic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported. Be- 
en hey uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not been 
ermined. 
Drug Abuse and Dependence: Controlled Substance Class—Not a controlled substance. 
Physical and Psychological Dependence—Buspirone has shown no potential for abuse or diversion 
and there is no evidence that it causes tolerance, or either physical or psychological dependence, However, 
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused, diverted, 
and/or abused once marketed, physicians should carefully evaluate patients for a history of drug abuse and fol- 
low such patients closely, observing them for signs of buspirone misuse or abuse (eg, development of toler- 
ance, incrementation of dose, drug-seeking behavior). 
Overdosage: Signs and Symptoms—A\ doses approaching 375 mg/day the following symptoms were 
observed: nausea, pls hero drowsiness, miosis, and gastric distress. No deaths have been reported 
in humans either with deliberate or accidental overdosage. 
Recommended Overdose Treatment—General symptomatic and supportive measures should be used 
along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not been 
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“IT FEELS GOOD 
TO FEEL USEFUL AGAIN” 


For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'’ and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 
attitude toward work and co-workers.'? 


Anticholinergic* and cardiovascular*® 
side effects in patients treated with 
Navane are reported infrequently. 
Should extrapyramidal symptoms 
occur, they usually can be controlled. 


In schizophrenia, 








Navane thiothixenel thiothixene HCI 


Please see brief summary of NAVANE® (thiothixene/thiothixene HCI) prescribing information on adjacent page. 





27% rise in work output 
compared to baseline shown 
in patients switched to Navane’” 
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MONTHS OF STUDY 


(Adapted from DiMascio and Demirgian2.3) 


Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 





Navane 


(thiothixene) (thiothixene HCI 


It feels good to feel 
useful again 


References: 1. Bressier B, Friedel RO: A comparison between chlorpromazine and thiothixene in a Veterans 
Administration hospital population. Psychosomatics 1971, 12:275-277. 2. DiMascio A, ay ol E: Stud 
of the activating properties of thiothixene. Psychosomatics 1972; 13: 105-108. 3. DiMascio A, Demirgian E: 
Job training in the rehabilitation of the chronic schizophrenic. Presented as a Scientific Exhibit at The Amer- 
ican Psychiatric Association. Washington, DC, May 3-6, 1971. 4. Goldstein B, Weiner D, Banas F: Clinical 
evaluation of thiothixene in chronic ambulatory schizophrenic patients, in Lehmann HE, Ban TA (eds): The 
Thioxanthenes: Modern Problems of icity felipe Basel, Switzerland, S. Karger, 1969. vol 2, pp 
45-52. 5. Dillenkoffer RL, Gallant DM, George RB, et al: Electrocardiographic evaluation of schizophrenic 
patients: A double-blind comparison. Presented as a Scientific Exhibit at The 125th Annual Meeting of the 
American Psychiatric Association, Dallas, May 1-4, 1972. 6. Data available on request from Roerig. 


BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane* (thiothixene) Capsules: 1 mg, 2 mg, § mg, 10 mg, 20 mg 

(manene hydrochloride) Concentrate: 5 mg/mi, intramuscular: 2 mg/ml, 5 mg/ml 

ndications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. it is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives. but the possibility should be considered. 

Warnings: Tardive Dyskinesia— Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic baba adele drugs. 
Although the desta of the syndrome appears to be highest among the elderly, especially elderly women, 
it is impossible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
cause tardive dyskinesia is unknown. 

Both the risk of developing the syndrome and the likelihood that it will become irreversibie are believed 
to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the patient increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying disease process. The effect that symptomatic suppression has upon the iong-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. in pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc 
a satonar clinical response shouid be sought. The need tor continued treatment shouid be reassesse 
periodically. 

if por and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
sie be considered. However, some patients may require treatment despite the presence of the 
syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. in arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical iliness (@.9., pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
{EPS}. Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system ICNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive al ia treatment and medical dlieag and 
3) treatment of any concomitant serious medical problems for which specific treatments are available, There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

if a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy—Safe use of Navane during pregnancy has not been established. Therefore, this 
drug shouid be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any teratogenic effects. l 

in the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, and an increase in dig aca rate in rats and rabbits, cha which have been similarly reported with 
other psychotropic agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day}, rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day} before and during gestation, no teratogenic effects 
were seen. (See Precautions.) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
Safety and efficacy in the peame age group have not been established. 

As is true with many CNS drugs, Navane ma mor the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of ey Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients peed Navane should be cautioned about the pos- 
sible additive effects (which may inciude Picea) with CNS depressants and with alcohol. 

Preca ; An antiemetic effect was observed in animal studies with Navane: since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

in consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a state of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently, 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs. l j 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or pep to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. S 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods}. Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
Giaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

intramuscular Administration—As with ail intramuscular preparations, Navane intramuscular should be 
meae well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if weil developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. intramuscular injections should not we made into the 
lower and mid-thirds of the upper arm. As with al intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are proiactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies cenducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

information for Patients-—Given the likelihood that some patients exposed chronically toneuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contempiated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient te understand the 
information provided. 
Adverse Reactions: Note: Not ail of the lon adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, ail of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. in the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further towering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
poet) These changes are usually reversibie and frequently disappear on continuediNavane therapy. 

he incidence of these changes is lower than that observed with some phenothiazines. Tre clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group ofphenothiazines. 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomniatave been noted 
hi ese Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

; et aneni has been reported in infants delivered from mothers having received structurally related 
rugs. 

in addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the and severity. Rapid relief of acute 
symptoms may ae the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be mana pi reducing the ean E of Navane and/or administering an oral antiparkinsor: agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive dyskinesia may-appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, patients should be monitored 0% an ongoing ba- 
sis. it has been reported that fine vermicular movement of the tongue may be an early sign ef the syndrome. 
if this or any other presentation of the syndrome is observed, the clinician should consider possible discar- 
tinuation of neuroleptic medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transammase and alkaline phosphatase, usually transient, hav? 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other on drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, photosensitivity and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests. gy- 
necomastia, nypogycerma. hyperglycemia, and glycosuria. 

Autonomic ttects: Dry mouth, blurred vision, nasal congestion, constipation, increassd sweating, in- 
creased Salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
wp weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. in some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. in others, the cause could not be determined nor couid it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the chronicity ard severity of the 
condition. See full prescribing information. 

Drees: For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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Coming in the November 1990 issue of 
THE AMERICAN JOURNAL OF PSYCHIATRY 


DSM-IV: Work in Progress 
By Allen Frances, Harold Alan Pincus, Thomas A. Widiger, et al. 


A Critical Review of Epidemiological Studies 
of Puerto Rican Mental Health 
By Peter J. Guarnaccia, Byron J. Good, and Arthur Kleinman 
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THE FOUNDATION FOR ADVANCED 
EDUCATION IN THE SCIENCES, INC. 
at the 

NATIONAL INSTITUTE OF 

MENTAL HEALTH 

(Intramural Research Program) 
presents: 


PSYCHOPHARMACOLOGY 
IN PRACTICE 


Clinical and Research Update 1990 
November 16 and 17, 1990 
Washington, DC 





Organized by: 


David Pickar, M.D., Dennis L. Murphy, M.D., 
Robert M. Post, M.D., William Z. Potter, M.D., 
Ph.D., and Daniel W. Weinberger, M.D. 


Topics 
Fundamental Concepts in Psychopharma- 
cology ° Clinical Pharmacology of 
Antidepressants « Atypical Neuroleptic 
Treatment of Schizophrenia Ħ Functional 
and Structural Brain Imaging in Psychiatry 

e Neuropathology of Psychiatric Disorders 
e Clinical Neuropsychology *« Neuroen- 
docrinology, Neuroimmunology and AIDS + 
Rapid Cycling and Special Problems in the 
Psychopharmacology of Affective Disorder 
. Recent Advances in Alzheimer’s Disease 

« Pharmacotherapeutic Approach to 
Stress and Anxiety, Alcohol and Drug Abuse 
e Psychopharmacologic Approach to 
Personality Disorders * Overview of Child 
Psychiatry e Seasonal Affective Disorder 
and Light Therapy * Obsessive-Compulsive 
Disorder 


Lectures and panel discussions will focus 
on the topics outlined above. Tuition for the 
course is $400. For a course brochure 
contact FAES, One Cloister Court, Box 101, 
Bethesda, MD 20814-1460, (301) 496-7975. 


The FAES/NIH is accredited by the Accreditation Council for 
Continuing Medical Education to sponsor continuing medical 
education for physicians. The FAES/NIH designates this continuing 
medical education activity for 17.5 credit hours in Category 1 of the 
Physician's Recognition Award of the American Medical Association. 


BOYER MARIN LODGE 
PRESENTS A CONFERENCE IN 
SAN FRANCISCO 


JOURNEYS WITH THE REGRESSED PATIENT 
THE WORK OF MASTER CLINICALS 


MARCH 16 AND 17, 1991 


THE PRESENTERS INCLUDE 
L. MIEU ANE M.D. JAMES GROTSTEIN, M.D. 
JAIME BUENAVENTURA, M.D. 1 HARNED, PH.D 
GLEN GABBARD, M.D. HAROLD SEARLES, M.D 
PETER L. GIOVACCHINI, M.D. VAMIK D. VOLKAN, M.D. 


Journeys with the Regressed Patient will consist of case 
studies and theoretical papers reflecting psychoanalytically 
based treatment of schizophrenia, major affective and severe 
personality disorders. The presenters are established 
clinicians with significant experience and success in 
psychotherapy with the regressed patient. They offer a 
historic and optimistic vision of treatment to practitioners in 
the field. This mature tradition brings an integration of 
theory and practice which will be of interest and value to 
those engaged in clinical work with this challenging 
population. 


Fee: Before December 1, 1990 - $325 
After December 1, 1990 - $375 


For inquiries contact: 
BML Conference 
P.O. Box 311 
Woodacre, CA 94973 
Phone # (415) 488-0666 





BOYER MARIN LODGE is a unique residential 
treatment center, located just north of San Francisco, 
offering active, highly structured milieu treatment and 
intensive psychoanalytically-oriented individual 
psychotherapy to adults with severe mental disorders 
such as schizophrenia, major affective and personality 
disorders. 


For inquiries contact the Executive Director, Boyer Marin Lodge, 170 San Geronimo 
Valley Drive, Woodacre,CA 94973. (415) 488-4340 


‘Unique... Specific.. 
P rozac (fluoxetine hydrochloride) 
is the first highly specific, 
— highly potent blocker 
of serotonin uptake | 





The antidepressant 


most frequently prescribed 
by psychiatrists 
in the United States’ 
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Prozac® (fluoxetine hydrochloride) 


Brief Summary. 
Consult the package insert for complete information. 


Indications: For the treatment of depression. 
Contraindication: Known hypersensitivity to Prozac. 


Warnings: Monoamine Oxidase Inhibitors — The combined use of 
fluoxetine and MAO inhibitors should be avoided. At least 14 days 
should elapse between discontinuation of an MAO inhibitor and 
initiation of treatment with fluoxetine. 

Because of the long half-lives of fluoxetine and its active 
metabolite, at least five weeks (approximately five half-lives of 
norfluoxetine) should elapse between discontinuation of fluoxetine 
and initiation of an MAOI. Serious events, including death, have been 
reported to occur following the initiation of an MAOI shortly after 
discontinuation of fluoxetine. 

Rash and Possibly Allergic Events — Approximately 4% of 5,600 
fluoxetine patients developed a rash and/or urticaria in premarketing 
testing. Almost a third of these discontinued therapy because of rash 
and/or associated systemic signs or symptoms. Reported in 
association with rash were fever, leukocytosis, arthralgias, edema, 
carpal tunnel syndrome, respiratory distress, lymphadenopathy, 
proteinuria, and mild transaminase elevation. Most patients improved 
promptly upon discontinuation of fluoxetine and/or adjunctive 
treatment with antihistamines or steroids, and all were reported to 
recover completely. 

Of two patients who developed a serious cutaneous systemic 
illness during premarketing Clinical trials, one was considered to have 
a leukocytoclastic vasculitis, and the other, a severe desquamating 
syndrome considered variously to be a vasculitis or erythema 
multiforme. Other patients have had systemic syndromes suggestive 
of serum sickness. 

Since the introduction of Prozac, systemic events possibly related 
to vasculitis have developed in patients with rash. Although these 
events are rare, they may be serious, involving the lung, kidney, or 
liver. Death has been reported to occur in association with these 
systemic events. 

Anaphylactoid events, including bronchospasm, angioedema, and 
urticaria alone and in combination, have been reported. 

Pulmonary events, including inflammatory processes of varying 
histopathology and/or fibrosis, have been reported rarely. These 
events have occurred with dyspnea as the only preceding symptom. 

Whether these systemic events and rash have a common 
underlying cause or represent immunologic responses is not known. 
Upon the appearance of rash or of other possibly allergic phenomena 
for which an alternative etiology cannot be identified, Prozac should 
be discontinued. 


Precautions: Genera/ — Anxiety, Nervousness. and Insomnia — 
Reported by 10% to 15% of patients, 5% of whom discontinued 
fluoxetine. 

Altered Appetite and Weight — = ebelerin weight loss, especially in 
underweight patients, may be an undesirable result of treatment. 

Approximately 9% of fluoxetine patients experienced anorexia in 
controlled clinical trials, an incidence approximately sixfold that seen 
with placebo. A weight loss >5% of body weight occurred in 13% of 
fluoxetine patients compared with 4% in those on placebo and 3% in 
those on tricyclics. However, only rarely did fluoxetine patients 
discontinue treatment because of weight loss. 

ivati ia/Hypomania — Hypomania or mania occurred in 

approximately 1% of fluoxetine patients in premarketing testing. 

Seizures — Twelve of 6,000 patients (0.2%) experienced 
convulsions (or, possibly, crea Prozac shoul 
with care in patients with a history of seizures. 

Suicide — Close supervision of high-risk patients should 
accompany initial therapy. Prescriptions of Prozac should be written 
for the smallest quantity of capsules consistent with good patient 
management to reduce the risk of overdose. 


be introduced 


El Half- f FI ; J Its Metaboli 
— Because of the long elimination half-lives of the parent drug (two 
to three days) and its major active metabolite (seven to nine days), 
changes in dose will not be fully reflected in plasma for several weeks, 
affecting both strategies for titration to final dose and withdrawal from 
treatment. 

Use in Patients with Concomitant Illness — Caution is advisable in 
patients with diseases or conditions that could affect metabolism or 
hemodynamic responses. 

Fluoxetine has not been evaluated or used to any appreciable extent 
in patients with a recent history of myocardial infarction or unstable 
heart disease. ECGs of 312 patients who received Prozac in double- 
blind trials were retrospectively evaluated; no conduction 
abnormalities that resulted in heart block were observed. The mean 
heart rate was reduced by approximately three beats/min. 

In subjects with cirrhosis, the clearances of fluoxetine and its active 
metabolite were decreased. A lower or less frequent dose should be 
used in patients with cirrhosis. 

Fluoxetine should be used with caution in patients with severe renal 
impairment.in patients with diabetes, Prozac may alter glycemic 
control. Hypoglycemia has occurred during therapy with Prozac, and 
hyperglycemia has developed following discontinuation. Insulin 
and/or oral hypoglycemic dosage may need to be adjusted when 
fluoxetine therapy is instituted or discontinued. å 


psychoactive drug may impair judgment, thinking, or motor skills, and 
patients should be cautioned about operating hazardous machinery, 
including automobiles, until they are reasonably certain that the drug 
does not affect them adversely. 

Information for Patients — Physicians should advise their patients 
to notify them if they: 

eare taking or plan to take any prescription or over-the-counter 
drugs or alcohol 

e become pregnant or intend to become pregnant during therapy 

eare breast feeding an infant 

e develop a rash or hives 

Drug Interactions — han — Five patients receiving 
tryptophan experienced adverse reactions, including agitation, 
restlessness, and gastrointestinal distress. 

i j ibitors — See Warnings. 

Other Antidepressants — There have been greater than twofold 
increases of previously stable plasma levels of other antidepressants 
when Prozac has been administered in combination with these agents. 

Lithium — There have been reports of both increased and 
ee lithium levels and lithium toxicity. Lithium levels should be 
monitored. 


Prozac® (fluoxetine 
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Diazepam Clearance — The half-life of diazepam may be prolonged 
in some patients. 

Drugs Tightly Bound to Plasma Proteins — Because fluoxetine is 
tightly bound to plasma protein, the concurrent administration of 
fluoxetine and another tightly bound drug may cause a shift in plasma 
concentrations potentially resulting in an adverse effect. Adverse 
effects may also result from displacement of protein-bound fluoxetine 
by other tightly bound drugs. 

-Acti — Caution is advised if the concomitant 
administration of Prozac and such drugs is required. 
j py — There have been rare reports of 
prolonged seizures in patients on fluoxetine receiving ECT treatment. 

Carcinogenesis, Mutagenesis, Impairment of Fertility — There is no 
evidence of carcinogenicity, mutagenicity, or impairment of fertility 
with Prozac. 

The dietary administration of fluoxetine to rats and mice for two 
years at doses approximately 7.5 and 9.0 times the maximum human 
dose (80 mg) respectively revealed no evidence of carcinogenicity. 

Fluoxetine and norfluoxetine have been shown to have no genotoxic 
effects based on the following assays: bacterial mutation assay, DNA 
repair assay in cultured rat hepatocytes, mouse lymphoma assay, and 
in vivo sister chromatid exchange assay in Chinese hamster bone 
marrow Cells. 

Two fertility studies in rats at doses approximately five and nine 
times the maximum human dose (80 mg) respectively revealed no 
adverse effects on fertility. A slight decrease in neonatal survival was 
noted, probably associated with depressed maternal food 
consumption and suppressed weight gain. 

Pregnancy — Teratogenic Effects — Pregnancy Category B — 
Reproduction studies in rats and rabbits at doses nine and 11 times 
the maximum human dose (80 mg) respectively revealed no evidence 
of harm to the fetus. Although there have been no adequate and well- 
controlled studies in pregnant women, this drug should be used 
during pregnancy only if clearly needed. 

Labor and Delivery — The effect of Prozac on labor and delivery in 
humans is unknown. 

Nursing Mothers — Because Prozac is known to be excreted in 
human milk, caution should be exercised when Prozac is administered 
to a nursing woman. 

Usage in Children — Safety and effectiveness in children have not 
been established. 

Usage in the Elderly — In clinical studies of several hundred elder! 
atients, no unusual adverse age-related phenomena were identified. 
owever, these data are insufficient to rule out possible age-related 

differences during chronic use, particularly in elderly patients with 
concomitant systemic illnesses or those receiving concomitant drugs. 

Hyponatremia — Hyponatremia (some cases with serum Na <110 
mmol/L) has been reported, which appeared to be reversible on drug 
discontinuation. Some cases were possibly due to SIADH, and the 
majority have been in older patients and those taking diuretics or 
otherwise volume depleted. 

Platelet Function — There have been rare reports of altered platelet 
function and/or abnormal results from laboratory studies in patients 
taking fluoxetine. While there have been reports of abnormal bleeding 
in several patients taking fluoxetine, it is unclear whether fluoxetine 
had a causative role. 


Adverse Reactions: Commonly Observed — Nervous system 
complaints, including anxiety, nervousness, and insomnia; 
drowsiness and fatigue or asthenia; tremor; sweating; gastrointestinal 
complaints, including anorexia, nausea, and diarrhea; and dizziness or 
lightheadedness. 

Associated With Discontinuation of Treatment — Fifteen percent of 
4,000 clinical trial patients discontinued fluoxetine due to an adverse 
event. The more common events included: psychiatric (5.3%), 
primarily nervousness, anxiety, and insomnia; digestive 3%) 
primarily nausea; nervous system (1.6%), primarily dizziness; body 
as a whole (1.5%), primarily asthenia and headache; and skin (1.4%), 
primarily rash and pruritus. 

Incidence in Controlled Clinical Trials — The accompanying table 
enumerates adverse events that occurred at a frequency of > 1% in 
controlled trials. 


TREATMENT-EMERGENT ADVERSE EXPERIENCE INCIDENCE 
IN PLACEBO-CONTROLLED CLINICAL TRIALS 


Percentage of Percentage of 
Panents Reporting Patients Reporting 
Event Event 
Body Systemy Prozac © Placebo Body System Prozac Placebo 
Adverse Event” (N = 1.730) (N=799) Adverse (N=1,730) (N=799) 
Nervous Body as a Whole 
Headache 20.3 155 Asthenia 44 19 
Nervousness 149 85 Infection, viral 34 3.1 
Insomnia 13.8 71 Pain, limb 1.6 11 
Drowsiness 11.6 6.3 Fever 1.4 — 
Anxiety 94 55 Pain, chest 13 1.1 
Tremor 79 2.4 Allergy 1.2 11 
Dizziness 57 3.3 Influenza 1.2 15 
Fatigue 42 11 Respiratory 
Sedated 19 13 Upper 
Sensation respiratory 
disturbance 17 2.0 infection 76 60 
Libido, Flu-like 
decreased 16 — syndrome 2.8 19 
Light- Pharyngitis 2.7 13 
headedness 1.6 — Nasal 
Concentration congestion 2.6 2.3 
decreased 1.5 o Headache, 
Digestive sinus 2.3 1.8 
usea 21.1 10.1 Sinusitis 2.1 2.0 
Diarrhea 123 7.0 Cough 1.6 16 
Mouth 14 — 
dryness 95 6.0 Cardi 
Anorexia 87 15 Hot flushes 18 1.0 
Dyspepsia 64 43 Palpitations 13 14 
Constipation 45 3.3 Musculoskeletal 
Pain, Pain, back 2.0 2.4 
abdominal 34 29 Pain, joint 12 11 
Vomiting 24 13 Pain, muscle 1.2 1.0 
Taste change 18 — I 
Flatulence 1.6 1.1 Menstruation 
Gastroenteritis 1.0 1.4 painful 1.9 1.4 
Skin and Sexual 
endages dystunction 1.9 — 
weating, Frequent 
excessive 84 38 micturition 1.6 — 
Rash 27 18 Urinary tract 
Pruritus 24 14 infection 1.2 —- 
Special Senses 
Vision 
disturbance 2.8 1.8 


*Events reported by 21% of fluoxetine patients are included 
— Incidence <1% 
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Other Events Observed During Premarketing Evatuation in 5,600 
Fluoxetine Patients — Frequent adverse events are defined as those 
occurring on one or more occasions in at least 1/100 patients; 
infrequent adverse events are those occurring in 1/100 to 1/1,000 
patients; rare events are those occurring in less than 1/1,000 patients. 

as a Whole — Frequent: chills; Infrequent: chills and fever, 
cyst, face edema, hangover effect, jaw pain, malaise, neck pain, neck 
rigidity, and pelvic pain; Rare: abdomen enlarged, cellulitis, 
hydrocephalus, hypothermia, LE syndrome, moniliasis, and serum 
sickness. 

Cardiovascular System — /nfrequent: angina pecteris, arrhythmia, 
hemorrhage, hypertension, hypotension, migraine, postural 
hypotension, syncope, and tachycardia; Rare: AV block first-degree, 
bradycardia, bundle-branch block, cerebral ischemia, myocardial 
infarct, thrombophlebitis, vascular headache, and ventricular 
arrhythmia. 

Dig stem — Frequent: increased appetite; Infrequent: 
aphthous stomatitis, dysphagia, eructation, esophagitis, gastritis, 
gingivitis, glossitis, liver function tests abnormal, melena, stomatitis, 
thirst; Rare: bloody diarrhea, cholecystitis, cholelithiasis, colitis, 
duodenal ulcer, enteritis, fecal incontinence, hematemesis, hepatitis, 
hepatomegaly, hyperchlorhydria, increased salivation, jaundice, liver 
tenderness, mouth ulceration, salivary gland enlargement, stomach 
ulcer, tongue discoloration, and tongue edema. 

stem — /nfrequent: hypothyroidism; Rare: goiter and 
hyperthyroidism. 

j mphatic System — Infrequent: anemia and 
lymphadenopathy; Rare: bleeding time increased, Blood dyscrasia, 
leukopenia, lymphocytosis, petechia, purpura, sedimentation rate 
increased, and thrombocythemia. 

j iti — Frequent: weight less; Infrequent: 
geara edema, hypoglycemia, peripheral edema, and weight gain; 
are: dehydration, gout, hypercholesteremia, hyperglycemia, 
hyperlipemia, hypoglycemic reaction, hypokalemia, hyponatremia, 
and iron deficiency anemia. 
stem — /nfrequent: arthritis, bone pain, 
bursitis, tenosynovitis, and twitching; Rare: bone necrosis, 
chondrodystrophy, muscle hemorrhage, myositis. osteoporosis, 
pathological fracture, and rheumatoid arthritis. 
— Frequent: abnormal dreams and agitation; 
Infrequent: abnormal gait, acute brain syndrome, akathisia, amnesia, 
apathy, ataxia, buccoglossal syndrome, CNS stimulation, convulsion, 
delusions, depersonalization, emotional lability, euphoria, 
hallucinations, hostility, hyperkinesia, hypesthesia, incoordination, 
libido increased, manic reaction, neuralgia, neuropathy, paranoid 
reaction, psychosis, and vertigo; Rare: abnormal electro- 
encephalogram, antisocial reaction, chronic brain syndrome, 
circumoral paresthesia, CNS depression, coma, dysarthria, dystonia, 
extrapyramidal syndrome, hypertonia, hysteria, myoclonus, 
nystagmus, paralysis, reflexes decreased, stupor, and torticollis. 
pi System — Frequent: bronchitis, rhinitis, and yawn; 
Infrequent: asthma, epistaxis, hiccup, hyperventilation, and 
pneumonia; Rare: apnea, hemoptysis, hypoxia, larynx edema, lung 
edema, lung fibrosis/alveolitis, and pleural effusion. 

j p es — Infrequent: acne, alepecia, contact 
dermatitis, dry skin, herpes simplex, maculopapular rash, and 
urticaria; Rare: eczema, erythema multiforme, fungal dermatitis, 
herpes zoster, hirsutism, psoriasis, purpuric rash, pustular rash, 
seborrhea, skin discoloration, skin hypertrophy, subcutaneous nodule, 
and vesiculobullous rash. 

i — Infrequent: amblyopia, conjunctivitis, ear pain, 
eye pain, mydriasis, photophobia, and tinnitus; Rare: blepharitis, 
cataract, corneal lesion, deafness, rt a n eye hemorrhage, 
glaucoma, iritis, ptosis, strabismus, and taste loss. 

Urogenital System — /nfrequent: abnormal ejaculation, 
amenorrhea, breast pain, cystitis, dysuria, fibrocystic breast, 
impotence, leukorrhea, menopause, menorrhagia, ovarian disorder, 
urinary incontinence, rag retention, urinary urgency, urination 
impaired, and vaginitis; Rare: abortion, albuminuria, breast 
enlargement, dyspareunia, epididymitis, female lactation, hematuria, 
hypomenorrhea, kidney calculus, metrorrhagia, orehitis, polyuria, 
pyelonephritis, pyuria, salpingitis, urethral pain, urethritis, urinary 
tract disorder, urolithiasis, uterine hemorrhage, uterine spasm, and 
vaginal hemorrhage. 

Postintroduction Reports — Voluntary reports of adverse events 
temporarily associated with Prozac that have been received since 
market introduction and which may have no causal relationship with 
the drug include the following: cerebral vascular accident, confusion, 
dyskinesia, ecchymoses, gastrointestinal hemorrhage, hyperpro- 
lactinemia, pancreatitis, suicidal ideation, thrombocytopenia, throm- 
bocytopenic purpura, vaginal bleeding after drug withdrawal, and 
violent behaviors. 


Overdosage: Human Experience — As of December 1987, there were 
two deaths among approximately 38 reports of acute overdose with 
fluoxetine, either alone or in combination with other drugs and/or 
alcohol. One death involved a combined overdose with approximately 
1,800 mg of fluoxetine and an undetermined amount of maprotiline. 
A second death involved fluoxetine, codeine, and temazepam. 

One other patient who reportedly took 3,000 mg of fluoxetine 
experienced two grand mal seizures that remitted spontaneously 
without specific anticonvulsant treatment. The actual amount of drug 
absorbed may have been less due to vomiting. 

Nausea and vomiting were prominent in overdoses involving higher 
fluoxetine doses. Other prominent symptoms of overdose included 
agitation, restlessness, hypomania, and other signs of CNS excitation. 
Except for the two deaths noted above, all other overdose cases 
recovered without residua. 

A sb le death attributed to overdose of fluoxetine alone has been 
reported. 
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Available in Tablets: 1, 2, 5 and 10 mg 
Multiple-dose Vials: 10 mL (2 mg/mL) 
Concentrate: 10 mg/mL 


Before prescribing, please see brief summary of 
prescribing information on adjacent page. 
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Stelazine brand of 


trifluoperazine HCI 


Before prescribing, see complete prescribing information in SK&F Lab Co. 
literature or PDR. The following is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, blood 
dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic (antipsy- 
chotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase as duration 
of treatment and total cumulative neuroleptic dose increase. Much less commonly, the syn- 
drome can develop after relatively brief treatment at low doses. There is no known treatment 
for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic treatment may 
suppress signs and symptoms of the syndrome and thereby mask the underlying disease 
process. To minimize risk of TD, generally reserve chronic neuroleptic treatment for patients 
who suffer from chronic illness that responds to neuroleptics and for whom alternative, 
effective, less harmful treatments are not available or appropriate. In patients requiring chronic 
treatment, the minimal effective dose and shortest duration of treatment should be sought. 
Periodically reassess need for continued treatment. If signs and symptoms of TD appear, 
discontinuation of neuroleptics should be considered. (See PRECAUTIONS.) 


Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyper- 
pyrexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) immediate discontinuation of antipsychotic drugs 
and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment, if available, of any concomitant serious medical 
problems. 


‘Stelazine’ Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
including anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low and is 
seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid using in patients hypersensitive (e.g., have had blood dyscrasias, jaundice) 

to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery), especially during the first few days’ therapy. Additive depressant effect 
is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy except 
when essential and potential benefits clearly outweigh possible hazards. Prolonged jaundice, 
extrapyramidal signs, hyperreflexia and hyporeflexia have been reported in newborns whose 
mothers received phenothiazines. There is evidence that phenothiazines are excreted in the 
breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients or 
their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system is 
impaired since hypotension has occurred. Antiemetic effect may mask the signs of overdosage 
of other drugs or obscure diagnosis and treatment of certain physical disorders. Prolonged use 
of high doses may result in cumulative effects with severe C.N.S. or vasomotor symptoms. If 
retinal changes occur, discontinue drug. Agranulocytosis, thrombocytopenia, pancytopenia, 
anemia, cholestatic jaundice, liver damage have been reported. Use cautiously in patients with 
glaucoma. 


Patients with a history of long-term therapy with ‘Stelazine’ and/or other neuroleptics should 
be evaluated periodically for possible dosage adjustment or discontinuance of drug therapy. 
Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. Since approxi- 
mately one-third of human breast cancers are prolactin-dependent in vitro, this elevation is of 
potential importance if neuroleptic drug use is contemplated in a patient with a previously 
detected breast cancer. However, clinical and epidemiologic studies to date have not shown 
an association between the chronic use of neuroleptic drugs and mammary tumorigenesis. 
Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in 
rodents treated with certain neuroleptics. Use cautiously in persons who will be exposed to 
extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antihyperten- 
sive effects of guanethidine and related compounds. Thiazide diuretics may accentuate the 
orthostatic hypotension that may occur with phenothiazines. Phenothiazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity; dosage adjustments of 
anticonvulsants may be necessary. If neuromuscular reactions occur in pregnant women, or in 
children, permanently stop neuroleptic therapy. Patients should not receive ‘Stelazine’ 48 
hours before or 24 hours after myelography with the contrast medium metrizamide. The 
presence of phenothiazines may produce false positive phenylketonuria (PKU) test results. 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscular 
(extrapyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions with Stelazine (trifluoperazine HCI, SK&F) or 
other phenothiazines: Some adverse effects are more frequent or intense in specific 
disorders (e.g., mitral insufficiency or pheochromocytoma). 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and intensifi- 
cation of the action of C.N.S. depressants, atropine, heat, and organophosphorus insecticides; 
nasal congestion, headache, nausea, constipation, obstipation, adynamic ileus, ejaculatory 
disorders/impotence, priapism, atonic colon, urinary retention, miosis and mydriasis; reactiva- 
tion of psychotic processes, catatonic-like states, hypotension (sometimes fatal); cardiac arrest; 
leukopenia, eosinophilia, pancytopenia, agranulocytosis, thrombocytopenic purpura, hemo- 
lytic anemia, aplastic anemia, jaundice, biliary stasis, hyperglycemia, hypoglycemia, glycos- 
uria, menstrual irregularities, galactorrhea, gynecomastia, false positive pregnancy tests, 
photosensitivity, itching, erythema, urticaria, eczema up to exfoliative dermatitis, asthma, 
laryngeal edema, angioneurotic edema, anaphylactoid reactions, peripheral edema; reversed 
epinephrine effect; hyperpyrexia; mild fever after large I.M. doses; increased appetite; in- 
creased weight; a systemic lupus erythematosus-like syndrome; pigmentary retinopathy; with 
prolonged administration of substantial doses, skin pigmentation, epithelial keratopathy, and 
lenticular and corneal deposits; neuroleptic malignant syndrome, which may be fatal; EKG 
changes—particularly nonspecific, usually reversible Q and T wave distortions—have been 
observed. Temporary nausea, vomiting, dizziness, and tremulousness may follow abrupt 
cessation of high-dose therapy. NOTE: Sudden death in patients taking phenothiazines 
(apparently due to cardiac arrest or asphyxia due to failure of cough reflex) has been reported. 


SK&F LAB CO. 
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Are Your 
Patients Being 
Lured Away? 





s new hospitals and HMOs continue 

to open, the finangial stability of your 
hospital may be threatened. Are the quality 
and type of services being offered in your 
psychiatric unit top-notch? How can those 
services be improved so you don’t lose 
patients to the competition down the street? 





he APA's Consultation Service has been 
in the business of helping hospitals 
and other psychiatric programs improve 
patient care for almost 50 years. We send 
experienced consultants to inquire, mediate, 
and recommend solutions to improve your 
specific situation. We know how to work 
with the administrators, medical staff, and 
other members of the hospital community. 
For more information, call (202) 682-6203 or 
write APA’s Consultation Service, 1400 K 
Street, NW, Washington, DC 20005. 


APA’S CONSULTATION SERVICE 


Offering professional guidance and expertise 
to all mental health organizations. 
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for depression. 





Start with Wellbutrin 

to help clear depression 

—— with few life-style 
disruptions. 




















Relieves depression effectively. 
Therapeutically equivalent to amitriptyline with no differences in the frequency, degree, 
or rate of response. ' 





Little or no daytime drowsiness. 
Patients treated with WELLBUTRIN experienced sedation less often than those 
treated with amitriptyline or doxepin.*” 





Few anticholinergic side effects. 
Patients experienced troubling side effects, such as dry mouth and constipation, 
less often than those treated with either doxepin or amitriptyline.*” 





No clinically significant effect on cardiac conduction. 
No significant changes in any measured ECG parameter. A substantially wider margin 
of safety than amitriptyline with respect to cardiac conduction.‘ 





No clinically significant orthostatic hypotension. 

No Clinically significant orthostatic hypotension in patients with preexisting Cardiac 
disease or in healthy depressed patients who had experienced orthostatic hypotension 
when treated with tricyclics.°.® 





Important Considerations 

The most common side effects of WELLBUTRIN are agitation, dry mouth, insomnia, 
headache/migraine, nausea/vomiting, constipation, and tremor. The principal 
medically important adverse reaction with WELLBUTRIN is seizure, for which the 
incidence is approximately four-tenths of one percent (4/1,000). This incidence 
may exceed that of other marketed antidepressants. For more information, see 
brief summary of full prescribing information on last page of this advertisement, 
especially the WARNINGS section regarding the incidence of seizures and the 
recommendations for reducing the risk. 





References: 1. Mendels J, Amin MM, Chouinard G, et al. A comparative study of bupropion and 
amitriptyline in depressed outpatients. J Clin Psychiatry. 1983;44(5, sec 2):118-120. 2. Feighner J, 
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who exhibit orthostatic hypotension on ic antidepressants. J Clin Psychiatry. 1983;44(5, sec 
2):170-173. 6. Roose SP, hiram aie Giardina EGV, Johnson LL, Walsh BT, Bigger JT Jr. 
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WELLBUTRIN?” (Bupropion nyorocutorine) Tablets 


Betore prescribing, please consult complete product information, a summary of which follows: 


INDICATIONS AND USAGE: Wellbutrin is indicated for the treatment of depression. A physician considering the initia- 
tion of Wellbutrin should be aware that the drug may cause generalized seizures with an approximate incidence of 
0.4% (4/1000). This incidence may exceed that of other antidepressants as much as fourfold. This relative risk is 
only an approximation since no direct comparative studies have been conducted 


CONTRAINDICATIONS: Wellbutrin is contraindicated in patients: with a seizure disorder. with a current or prior diagnosis 
of bulimia or anorexia nervosa, because of a higher incidence of seizures noted in such patients; who have shown 
an allergic response to it; or who are currently being treated with an MAO inhibitor. At least 14 days should elapse 
between discontinuation of an MAO inhibitor and initiation of treatment with Wellbutrin 


WARNINGS: SEIZURES: Wellbutrin is associated with seizures in approximately 0.4% (4/1000) of patients treated 
at doses up to 450 mg/day. This incidence of seizures may exceed that of other marketed antidepressants by as much 
as fourfold. This relative risk is only an approximate estimate because no direct comparative studies have been con- 
ducted. The estimated seizure incidence for Wellbutrin increases almost tentoid between 450 and 600 mg/day, which 
is twice the us: required daily dose (300 mg) and one and one-third the maximum recommended daily dose (450 
mg). Given the variability among individuals and their capacity to metabolize and eliminate drugs, this dispropor- 
tionate increase in seizure incidence with dose incrementation calls for caution in dosing. 
During the pre-approval evaluation period, 25 among approximately 2400 patients treated with Wellbutrin experienced 
seizures. At the time of seizure, 7 patients were receiving daily doses of 450 mg or below, for an incidence of 0.33% 
(3/1000) within the recommended dose range. Twelve (12) patients experienced seizures at 600 mg per day (2.3% 
incidence); 6 additional patients had seizures at daily doses between 600 and 900 mg (2.8% incidence). 
A separate, prospective eee was conducted to determine the incidence of seizure during an 8 week treatment ex- 
posure in approximately 3200 additional patients who received daily doses of up to 450 mg. Patients were permitted 
to continue treatment beyond 8 weeks if clinically indicated. Eight (8) seizures occurred during the initial 8 week treatment 
ool T Onia were reported in patients continuing treatment beyond 8 weeks, resulting in a total seizure in- 
of 0.4%. 
The risk of seizure appears to be strongly associated with dose and the presence of predisposing factors. A signifi- 
cant predisposing factor (e.g. , history of head trauma or prior seizure, CNS tumor, concomitant medications that lower 
seizure threshold, etc.) was present in approximately one-half of the patients experiencing a seizure. Sudden and 
large increments in dose may contribute to increased risk. While many seizures occurred early in the course of treat- 
ment, some seizures did occur after several weeks at fixed dose. 
Recommendations for reducing the risk of seizure: Retrospective analysis of clinical experience gained during the 
development of Wellbutrin suggests that the risk of seizure may be minimized if (1) the total daity ioe of Wellbutrin 
does not exceed 450 mg, (2) the daily dose is administered t.i.d., with each single dose aot to exceed 150 mg to avoid 
high peak concentrations of bupropion and/or its metabolites, and (3) the rate of incrementation of dose is very gradual. 
Extreme caution should be used when Wellbutrin is (1) administered to patients with a history of seizure, cranialtrauma, 
or other predis position(s) toward seizure, or (2) prescribed with other agents (e.g. , antipsychotics, other 
etc.) or treatment regimens (e.9., abrupt discontinuation of a benzodiazepine) that lower seizure threshold. 
Potential for Hepatotoxicity: In rats receiving large doses of bupropion chronically, there was an increase in incidence 
of hepatic hyperplastic nodules and hepatocellular hypertrophy. In dogs receiving large doses of bupropion chronically, 
various histologic changes were seen in the liver, and laboratory tests suggesting mild hepatocellular injury were noted 
Although scattered abnormalities in liver function tests were detected in patients participating in clinical trials, there 
is no clinical evidence that bupropion acts as a hepatotoxin in humans 


PRECAUTIONS: General: 
Agitation and Insomnia: A substantial proportion of patients treated with Wellbutrin experience some degree of in- 
creased restlessness, agitation, anxiety, and insomnia, especially shortly after initiation of treatment. In clinical studies, 
these symptoms were sometimes of sufficient magnitude to require treatment with sedative/hypnotic drugs. In ap- 
proximately 2% of patients, symptoms were sufficiently severe to require discontinuation of Wellbutrin treatment 
Psychosis, Contusion, and Other Neuropsychiatric Phenomena: Patients treated with Wellbutrin have been reported 
to show a variety of neuropsychiatric signs and symptoms including delusions, hallucinations, psychotic episodes, 
confusion, and paranoia. Because of the uncontrolled nature of many studies, it is impossible to provide a precise 
estimate of the extent of risk imposed by treatment with Wellbutrin. In several cases, neuropsychiatric phenomena 
abated upon dose reduction and/or withdrawal of treatment 
Activation of Psychosis and/or Mania: Antidepressants can precipitate manic episodes in Bipolar Manic Depressive 
patients during the depressed phase of their illness and may activate latent psychosis in other susceptible patients 
Wellbutrin is expected to pose similar risks. 
Altered Appetite and Weight: A weight loss of greater than 5 pounds occurred in 28% of Wellbutrin patients. This 
incidence is approximately double that seen in comparable patients treated with tricyclics or placebo. Furthermore, 
while 34.5% of patients receiving tricyclic antidepressants gained weight, only 9.4% of patients treated with Wellbutrin 
did. Consequently, if weight loss is a major presenting sign of a patient's depressive illness, the anorectic and/or 
weight reducing potential of Wellbutrin should be considered 
Suicide: The possibility of a suicide attempt is inherent in depression and may persist until significant remission oc- 
curs. Accordingly, prescriptions for Wellbutrin should be written for the smallest number of tablets consistent with 
good patient management 
Use in Patients with Systemic Iliness: There is no clinical experience establishing the safety of Wellbutrin in patients 
with a recent history of myocardial infarction or unstable heart disease. Therefore, care should be exercised if it is 
used in these groups. 
Because bupropion HCI and its metabolites are almost completely excreted through the kidney and metabolites are 
likely to undergo conjugation in the liver prior to urinary excretion, treatment of patients with renal or hepatic impair- 
ment should be initiated at reduced dosage as bupropion and its metabolites may accumulate in such patients beyond 
concentrations expected in patients without renal or hepatic impairment. The patient should be closely monitored 
for possible toxic effects of elevated blood and tissue levels of drug and metabolites 
Information for Patients: Consult complete product information 

Interactions: No systematic data have been collected on the consequences of the concomitant administration 
of Wellbutrin and other drugs 
However, animal data suggest that Wellbutrin may be an inducer of drug metabolizing enzymes. This may beof poten- 
tial clinical importance because the blood levels of co-administered drugs may be altered 
Alternatively, because bupropion is extensively metabolized, the co-administration of other drugs may affect its clinical 
activity. In particular, care should be exercised when administering drugs known to affect hepatic drug metabolizing 
enzyme systems (e.g., carbamazepine, cimetidine, phenobarbital, phenytoin). 
Studies in animals demonstrate that the acute toxicity of bupropion is enhanced by the MAO inhibitor phenelzine (see 
CONTRAINDICATIONS) 
Limited clinical data suggest a higher incidence of adverse experiences in patients receiving concurrent administra- 
tion of Wellbutrin and L-dopa. Administration of Wellbutrin to patients receiving L-dopa concurrently should be undertaken 
with caution, using small initial doses and small gradual dose increases. 
Concurrent administration of Wellbutrin and agents which lower seizure threshold should be undertaken only with 
extreme caution (see WARNINGS). Low initial dosing and smali gradual dose increases should be employed 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Lifetime carcinogenicity studies were performed in rats and 
mice at doses up to 300 and 150 mg/kg/day, respectively. In the rat study there was an increase in nodular proliferative 
lesions of the liver at doses of 100 to 300 mg/kg/day; lower doses were not tested. The question of whether or not 
such lesions may be precursors of neoplasms of the liver is currently unresolved. Similar liver lesions were not seen 
in the mouse study, and no increase in malignant tumors of the liver and other organs was seen in either study 
Bupropion produced a borderline positive response (2-3 times control mutation rate) in some strains in the Ames bacterial 
mutagenicity test, and a high oral dose (300, but not 100 or 200 mg/kg) produced a low incidence of chromosomal 
aberrations in rats. The relevance of these results in estimating the risk of human exposure to therapeutic doses is 
unknown. 
A fertility study was pertormed in rats; no evidence of impairment of fertility was encountered at oral doses up to 300 
mg/kg/day 
Pregnancy: Jeratogenic Effects: Pregnancy Category B: Reproduction studies have been performed in rabbits and 
rats at doses up to 15-45 times the human daily dose and have revealed no definitive evidence of impaired fertility 
or harm to the fetus due to bupropion. (In rabbits, a slightly increased incidence of feta! abnormalities was seen in 
two studies, but there was no increase in any specific abnormality). There are no adequate and well-controlled studies 
in pregnant women. Because animal reproduction studies are not always predictive of human response, this drug 
should be used during pregnancy only if clearly needed 
Labor and Delivery: The effect of Wellbutrin on labor and delivery in humans is unknown 
Nursing Mothers: Because of the potential for serious adverse reactions in nursing infants from Wellbutrin, a deci- 
sion should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance 
of the drug to the mother 
Pediatric Use: The safety and effectiveness of Wellbutrin in individuals under 18 years old have not been established 
Use in the Elderly: Wellbutrin has not been systematically evaluated in older patients 


ADVERSE REACTIONS: (See also WARNINGS and PRECAUTIONS) Adverse events commonly encountered in patients 
treated with Wellbutrin are agitation, dry mouth, insomnia, headache/migraine, nausea/vomiting, constipation, and 
tremor 

Adverse events were sufficiently troublesome to cause discontinuation of Wellbutrin treatment in approximately ten 
percent of the 2400 patients and volunteers who participated in the product's pre-approval clinical trials. The more 
common events causing discontinuation include neuropsychiatric disturbances (3.0%). primarily agitation and ab- 
normalities in mental status, gastrointestinal disturbances (2.1%), primarily nausea and vomiting. neurological distur- 
bances (1.7%), primarily seizures, headaches, and sleep disturbances; and dermatologic problems (1.4%), primarily 
rashes. It is important to note, however, that many of these events occurred at doses that exceed the recommended 
daily dose 


The table below is presented solely to indicate the relative frequency of adverse events reported in representative con- 
trolled clinical studies conducted to evaluate the safety and efficacy of Wellbutrin under relatively similar conditions 
of daily dosage (300-600 mg). setting. and duration (3-4 weeks). The figures cited cannot be used to predict precise- 


ly the incidence of untoward events in the course of usual medical practice where patient characteristics and ott 
factors must differ from those which prevailed in the clinical trials. These incidence figures also cannot be compar 
with those obtained from other clinical studies involving related drug products as each group of drug trials is cc 
ducted under a different set of conditions. 

Finally, itis important to emphasize that the tabulation does not reflect the relative severity and/or clinical importan 


of the events. A better perspective on the serious adverse events associated with the use of Wellbutrin is provid 
in the WARNINGS and PRECAUTIONS sections. 


TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE IN PLACEBO-CONTROLLED CLINICAL TRIALS’ 
(Percent of Patients Reporting) 





Wellbutrin Placebo Wellbutrin Placebo 
Patients Patients Patients Patients 


Adverse Experience (n = 323) (n = 185) Adverse Experience (n = 323) (n = 185 
CARDIOVASCULAR Dry Mouth 27.6 18.4 
Cardiac Arrhythmias 53 43 Excessive Sweating 22.3 14.6 
Dizziness 22.3 16.2 Headache/ Migraine 25.7 22.2 
Hypertension 43 1.6 Impaired Sleep Quality 40 1.6 
Hypotension 2.5 2:9 Increased Salivary Flow 3.4 3.8 
Palpitations 3.7 2.2 Insomnia 18.6 19:7 
Syncope 12 0.5 Muscle Spasms 1.9 3.2 
Tachycardia 10.8 8.6 Pseudoparkinsonism 1.5 1.6 
DERMATOLOGIC Sedation 19.8 19.5 
Pruritus 22 00 Sensory Disturbance 40 3.2 
Rash 80 65 Tremor 21.1 7.6 
GASTROINTESTINAL NEUROPSYCHIATRIC 
Anorexia 18.3 18.4 Agitation 31.9 22.2 
Appetite Increase 37 2.2 Anxiety 3.1 1.1 
Constipation 26.0 17.3 Confusion 8.4 49 
Diarrhea 6.8 8.6 Decreased Libido 3.1 16 
Dyspepsia 31 2.2 Delusions 1.2 1.1 
Nausea/Vomiting 22.9 18.9 Disturbed Concentration a4 3.8 
Weight Gain 13.6 22.7 Euphoria 12 05 
Weight Loss 23.2 23.2 Hostility 56 3.8 
GENITOURINARY NONSPECIFIC 
Impotence 3.4 3.1 Fatioue 50 8.6 
Menstrual Complaints 4.7 1.1 Fave chilte 12 05 
Urinary Frequency 25 2.2 
Urinary Retention 1.9 2.2 RESPIRATORY 
MUSCULOSKELETAL Upper Respiratory 
Arthritis 31 2.7 Complaints 5.0 11.4 
NEUROLOGICAL SPECIAL SENSES 
Akathisia ~ 1.5 1.1 Auditory Disturbance 53 3.2 
Akinesia/Bradykinesia 8.0 8.6 Blurred Vision 14.6 10.3 
Cutaneous Tempera- Gustatory Disturbance 3.1 1.1 
ture Disturbance 1.9 1.6 


“Events reported by at least 1% of Wellbutrin patients are included. 


Other events observed during the entire pre-approval evaluation of Wellbutrin: During its pre-approval assessmer 
Wellbutrin was evaluated in almost 2400 subjects. The conditions and duration of exposure to Wellbutrin varied grea 
and a substantial proportion of the experience was gained in open and uncontrolled clinica! settings. During this € 
perience, numerous adverse events were reported; however, without appropriate controls, it is impossible to dete 
mine with certainty which events were or were not caused by Wellbutrin. The following enumeration is organized 

organ system and describes events in terms of their relative frequency of reporting in the data base. Events ot ma, 
Clinical importance are also described in the WARNINGS and PRECAUTIONS sections of the labeling 

The following definitions of frequency are used: Frequent adverse events are defined as those occurring in at le 
1/100 patients. Infrequent adverse events are those occurring in 1/100 to 1/1000 patients, while rare events are tha 
occurring in less than 1/1000 patients 

Cardiovascular: Frequent was edema, infrequent were chest pain, EKG abnormalities (premature beats and nonspeci 
ST-T changes), and shortness of breath/dyspnea; and rare were pallor and phlebitis 

Dermatologic: Frequent were nonspecific rashes, infrequent were alopecia and dry skin; rare were change in h 
color and hirsutism. 

Endocrine: \ntrequent was gynecomastia; rare were glycosuria ad hormone level change 

Gastrointestinal: infrequent were dysphagia, thirst disturbance, and liver damage/ jaundice; rare were rectal coi 
plaints, colitis, G.1. bleeding, and intestinal perforation 

Genitourinary: Frequent was nocturia; infrequent were vaginal irritation, testicular swelling, urinary tract infectia 
paintul erection, and retarded ejaculation; rare were dysuria, enuresis, urinary incontinence, menopause, ovari 
disorder, pelvic infection, cystitis, dyspareunia, and painful ejaculation 

Hematologic/Oncologic: Rare was lymphadenopathy. 

Neurological: (see WARNINGS) Frequent were ataxia/incoordination, seizure, myoclonus, dyskinesia, and dystoni 
infrequent were mydriasis, vertigo, and dysarthria; and rare were EEG abnormality, abnormal neurological exam, it 
paired attention, and sciatica 

Neuropsychiatric: (see PRECAUTIONS) Frequent were mania/hypomania, increased libido, hallucinations, decrea 
in sexual function, and depression; infrequent were memory impairment, depersonalization, psychosis, dysphori 
mood instability, paranoia, formal thought disorder, and frigidity; rare was Suicidal ideation. 

Oral Complaints: Frequent was stomatitis; infrequent were toothache, bruxism, gum irritation, and oral edema. ra 
was glossitis. 

Respiratory: \ntrequent were bronchitis and shortness of breath/dyspnea; rare were epistaxis and rate or rhythm disord 
Special Senses: Infrequent was visual disturbance; rare was diplopia 

Nonspecific: Frequent were flu-like symptoms; infrequent was nonspecific pain; rare were body odor, surgically relat 
pain, infection, medication reaction and overdose. 

Post-Approval Reports: The following additional events were rarely observed (less than 1/1000 patients) post-approv. 
Cardiovascular: Flushing and myocardial infarction 

Dermatologic: Acne 

Gastrointestinal: Stomach ulcer 

Hematologic/Oncologic: Anemia and pancytopenia 

Neurological: Aphasia 

Musculoskeletal: Musculoskeletal chest pain 

Respiratory: Pneumonia and pulmonary embolism 


DOSAGE AND ADMINISTRATION: General Dosing Considerations: |t is particularly important to administer Wellbut 
in a manner most likely to minimize the risk of seizure (see WARNINGS). Increases in dose should not exceed 1) 
mg/day in a3 day period. Gradual escalation in dosage is also important if agitation, motor restlessness, and inso! 
nia, often seen during the initial days of treatment, are to be minimized. If necessary, these effects may be manag 
by temporary reduction of dose or the short-term administration of an intermediate to long-acting sedative hypnot 
A sedative hypnotic usually is not required beyond the first week of treatment. Insomnia may also be minimized 

avoiding bedtime doses. If distressing, untoward effects supervene, dose escalation should be stopped 

No single dose of Wellbutrin should exceed 150 mg. Wellbutrin should be administered t.i.d., preferably with at le: 
6 hours between successive doses 

Usual Dosage for Adults: The usual adult dose is 300 mg/day, given t.i.d. Dosing should begin at 200 mg/day. giv 
as 100 mg b.i.d. Based on clinical response, this dose may be increased to 300 mg/day, given as 100 mg t.i.d., 

sooner than 3 days after beginning therapy (see table below) 


Dosing Regimen 
Treatment Total Tablet Number of Tablets 
Day Daily Dose Strength Morning Midday Evening 
1 200 mg 100 mg 1 0 1 
4 300 mg 100 mg 1 4 1 


Increasing the Dosage Above 300 mg/ Day: As with other antidepressants, the full antidepressant effect of Wellbut 
may not be evident until 4 weeks of treatment or longer. An increase in dosage, up to a maximum of 450 mg/day, giv 
in divided doses of not more than 150 mg each, may be considered for patients in whom no Clinical improvement 
noted after several weeks of treatment at 300 mg/day. Dosing above 300 mg/day may be accomplished using t 
750r 100 mg tablets. The 100 mg tablet must be administered q .i.d. with at least 4 hours between successive dose 
in order not to exceed the limit of 150 mg in a single dose. Wellbutrin should be discontinued in patients who dor 
demonstrate an adequate response after an appropriate period of treatment at 450 mg/day 

Elderty Patients: in general, older patients are known to metabolize drugs more slowly and to be more sensitive 
the anticholinergic, sedative, and cardiovascular side effects of antidepressant drugs 


heat Burroughs Wellcome Co. 
Wellcome Research Triangle Park, NC 27709 


Copr. © 1990 Burroughs Wellcome Co. All rights reserved. 
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ADVERTISEMENT 


CLOZARIL (clozapine): 


Fulfilling 


This is a case report about "Michael" — 
| of 20 patients whose lives may have 
been saved by the Clozaril Patient Man- 
agement System™ (CPMS) in the first six months of 
commercial availability of CLOZARIL® (clozapine). 
Michael is 35 years old. A few years ago he was 
diagnosed as having chronic undifferentiated schizo- 


-phrenia. He was demonstrating poor judgment, para- 


noid delusions, auditory hallucinations, disorganization 
of thought, and inappropriate laughter. His symptoms 
were not controlled by standard antipsychotic agents, 
so in early May Michael began treatment with 
CLOZARIL, the breakthrough antipsychotic agent. Be- 
cause 1% to 2% of CLOZARIL patients develop 
agranulocytosis, a potentially fatal blood disorder, 
the drug is available only through CPMS — a program 
that links drug distribution to mandatory weekly blood 
tests (no blood, no drug). 

Throughout the month of May, weekly blood tests 


| performed by the specially trained CPMS team showed 


that Michael's white blood cell (WBC) counts were _ 


within the normal range but fluctuating downward. 
Michael's CPMS case administrator continued to coor- 


' dinate his monitoring: obtaining weekly blood samples 


and reporting tests results. On June 12, monitoring 
showed he had developed mild leukopenia (3600/mm’). 
His case administrator immediately reported the re- 


- sults to Michael's physician, who decided to interrupt 


CLOZARIL therapy. In most leukopenic patients this 
step results in gradual normalization of the WBC count; 
however, in Michael's case, subsequent CPMS tests 
revealed otherwise. 

Whenever CLOZARIL therapy is discontinued, 
CPMS staff members continue hematologic monitoring 
of the patient for four consecutive weeks. On June 26, 
two weeks after CLOZARIL therapy was stopped, this 
added safety measure detected that Michael's WBC 


count had fallen to 1400/mm/? and his granulocyte ag p 


to 238/mm?. Even though he had discontinued . 
treatment, he developed agranulocytosis. The ... 


results were reported immediately to his Phy : Z Y 
| ESSE 






the Promise With 
CPMS" 


sician and other members of the 
healthcare team, who placed Michael in 
protective isolation and instituted 
medical treatment. Serving as both a coordinator and 
liaison, the CPMS case administrator worked closely 
with the hospital team to arrange daily blood testing 
for Michael — often working around the clock to obtain 
and report lab results. 

By July 5 the agranulocytosis had reversed 
completely, and Michael was discharged from the 
medical unit and admitted to a psychiatric ward. Today 
Michael is receiving another antipsychotic agent. He 
remains symptomatic, but thanks to the special safety - 
precautions initiated by CPMS, his life was saved. 

As exemplified in this case study, CPMS is an early 
warning system designed and implemented to help 
prevent fatalities by detecting agranulocytosis in a 
timely manner. By using a fully dedicated national staff 
with rigid quality control standards, CPMS links 
CLOZARIL distribution to mandatory weekly blood 
tests. Furthermore, because agranulocytosis is likely 
to recur rapidly in patients such as Michael, who have 
proven sensitive to CLOZARIL (clozapine), CPMS 
maintains a national database that tracks all patients 
and thus limits the possibility of reexposure — even 
if they relocate from one state to another. 

Compliance is another key to the successes of 
CPMS. The CPMS patient-monitoring compliance rate 
has been over 97% since February 1990. During that 
time 20 cases of agranulocytosis have occurred. With 
the mandatory blood monitoring of CPMS all cases 
were detected; and with timely discontinuation of the 
drug all patients have recovered uneventfully. 

CLOZARIL (clozapine) provides new hope for 
severely ill schizophrenic patients. CPMS helps to 
assure safe fulfillment of this hope; experience has 
shown that it provides the high level of safety to which 
oa are entitled. Although the therapeutic 


ics hope of CLOZARIL (clozapine) was unful- 


filled for Michael, happily, the promise 
of CPMS was. 


: i Sandoz Pharmaceuticals Corporation 
E. Hanover, N] 07936 


© 1990 Sandoz Pharmaceuticals Corporation 


10/90 


CLO-1080-01 


AAA 


CLOZARIL 


(clozapine) 
TABLETS 





CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 
CLOZARIL is contraindicated in patients with myeloproliferative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used si- 


multaneously with other agents having a well-known potential to suppress bone marrow function. As 


with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM 
(CPMS*). 


Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm?, has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal if not detected early and therapy 
interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample is too small to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBC counts. 

Treatment should not be initiated if the WBC count is less than 3500 per mm’, or if the 
patient has a history of a myeloproliferative disorder, or previous CLOZARIL-induced 
agranulocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. If, after 
the initiation of treatment, the total WBC count has dropped below 3500 per mm’ or it has 
dropped by a substantial amount from baseline, even if the count is above 3500 per mm’, or 
if immature forms are present, a repeat WBC count and a differential count should be done. 
if subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm? and a granulocyte count above 1500 per mm’, twice weekly WBC counts 
and differential counts should be performed. 

If the total WBC count falls below 3000 per mm’ or the granulocyte count below 1500 per 
mm*, CLOZARIL therapy should be interrupted and patients should be carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and if the total WBC count returns to levels 
above 3000 per mm and the granulocyte count returns to levels above 1500 per mm’. 
However, in this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3500 per mm’. 

if the total WBC count falls below 2000 per mm’ or the granulocyte count falls below 
1000 per mm?, bone marrow aspiration should be considered to ascertain granulopoietic 
status. Protective isolation with close observation may be indicated if granulopoiesis is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm’, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should not be re-challenged with CLOZARIL. 
Patients discontinued from CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the CPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medica! illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patient Management System. 
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Seizures 

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based on the occurrence of one or more seizures 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to domestic 
marketing (i.e., a crude rate of 3.5%). Dose appears to be an important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used. 


Caution should be used in administering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients should be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, e.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 





Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with CLOZARIL treatment, especially during initial titration in 
association with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% af patients 
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
monitored. Either tachycardia or hypotension may pose a Serious risk for an individua! with 
compromised cardiovascular function. A minority of CLOZARIL-treated patients expenence ECG 
repolarization changes similar to those seen with other antipsychotic drugs, including S-T segment 
depression and flattening or inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many of these cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instances of sudden, unexplained death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution in patients with 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). No cases of NMS have 
been attributed to CLOZARIL alone. However, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary, dyskinetic movements may develop 
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly women, it is impossible to rely upon prevalence 
estimates to predict, at the inception of treatment, which patients are likely to develop the syndrome. 

There are several reasons for predicting that CLOZARIL may be different from other antipsychotic 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, e.g., dystonia. In addition, there have been no confirmed cases of tardive 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which presenta continuing 
risk over time, the extended treatment of patients failing to show an acceptable level of-clinical 
response should ordinarily be avoided. In addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patients may experience transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally benign and self- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carefully evaluated to 
rule out the possibility of an underlying infectious process or the development of agranulocytosis. In 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic effects, and great care should be exercised in 
using this drug in the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical experience with CL@ZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with hepatic, renal or cardiac disease. 


Information for Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They should be informed that weekly blood tests are required to monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made available only through a 
special program designed to ensure the required blood monitoring. Patients should beadvised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection. Particular attention should be paid to any 
flu-like complaints or other symptoms that might suggest infection. Patients should be informed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension, especially during the period of initial dose titration. 
Patients should notify their physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy. Patients should not breast feed an infant if they are taking 
CLOZARIL. 
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evaluated. The mechanism of CLOZARILtnduced agranulocytosis is unknown; nonetheless, the 

possibilty that causative factors may Interact synergistically to Increase the risk and/or severity of IN ADVANCE 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 

other agents having a walt-known potential to suppress bone marrow function. Given the primary 

CNS effects of CLOZARIL, caution is advised in using It concomitantly with other CNS-active d 


Becastve CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient MEMBERS: This notification will change 


taking another drug which is highly bound to protsin (a.g., warfarin, cigoxin) may cause an increase 
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Prognaney Category B wide APA mailings. 
There are no adequate and well-controlied studies in pregnant women. Because animal 
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Adveres events observed in association with the use of CLOZARIL In clinical trials at an incidence 
of 5% or greater were. central nervous system complsints, including drowsiness/sedation, dizziness/ 2 
vartigo, headache and tremor, autonomic nervous system complainis, including salvation, sweating, FORMER ADDRESS: 
dry mouth and visual disturbances: cardiovascular findings, Including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and neusee; and fever, Compisints — 
of drowsinese/sedation tend to subside with continued therapy or dose reduction. Sallvation may be 
profuse, especially during steep, but may be diminishad with doge reduction. ` 


pti Traatmamt PASTE LABEL HERE 


it is recommended that treatment with CLOZARIL begin at 25 mg onca or twice dally, and than be 
continued with daily dosage Increments of 25 to 30 mg/day, H well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage Incremants should be made no 
more than oncs- or twice-weekly, In Increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, saizura, and sedation. 
Therapeatic Doss Adjestment 
Dally dosing should continue on a divided basis as an effective and tolerable dose level Is sought. f 
While many patiants may respond adequately at dosas between 300-600 mg/day, R may be NEW ADDRESS and/or NAME: 
necessary to raise the dose to the 600-000 mg/day range to obtain an accaptable responsa. [Nota: 
In the multicenter study providing the primary support for the superiority of CLOZAAIL In treatment 
resistant patients, the mean and madian CLOZARIL doses were both approxdmatety 600 mg/day.) 





Because of the possibility of increased adverse reactions at higher doses, particularty selzures, NAME 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose ls contemplated. 
Dosing should not exceed 900 mg/day. 
Diesentinsation of Treatment DEPA ENT 


In the event of planned termination of CLOZAARIL therapy, gradual reduction In dose ts 


-tecommended over a1. to 2 week partod. However, should a patient's medical condition requira ORGANIZATION 


abrupt discontinuation (4.9., leukopenia), the patient should be carefully obsarved for the recurrence 


of psychotic symptoms. 
CLOZARIL Is available only through the Clozaril Patient Manapament System, a program that STREET °°  ©»©[ 
combines white blecd cell testing, patient menitoring, pharmacy, and drug distribution services, 
all linked te compliance with required safety monitoring. 
enn CLOZARIL call 1-800-237-CPMS (2767) or mall In a completed CPMS Enrollment CITY STATE ZIP 
PHONE # 
APA MBERS MAIL TO: 
Office of Membership Services 
AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 
Washington, D.C. 20005 
SUBSCRIBERS MAIL TO: 
SANDOZPHARMACEUTICAIS i APA Circulation Department, 
mf 9 SANDOZPHARMACEUTICALS AMERICAN PSYCHIATRIC ASSOCIATION 


1400 K Street, N.W. 
Washington, D.C. 20005 
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Books Received 


Psychotherapy and Character Structure: How to Recognize and 
Treat Particular Character Types, by Mary Ahern, M.S.W., 
Ph.D., and A.J. Malerstein, M.D. New York, Human Sciences 
Press, 1989, 249 pp., no price listed. 

Developmental Deviations and Personality: Theoretical Issues and 
Therapeutic Applications, by Dov R. Aleksandrowicz and Malca 
K. Aleksandrowicz. New York, Gordon and Breach (Harwood 
Academic), 1989, 119 pp., $29.00 (paper). 

Theories of Object Relations: Bridges to Self Psychology, by How- 
ard A. Bacal and Kenneth M. Newman. New York, Columbia 
University Press, 1990, 289 pp., $37.50. 

They Call It Hypnosis, by Robert A. Baker. Buffalo, N.Y., Pro- 
metheus Books, 1990, 308 pp., $21.95. 

Attention Deficit Disorder, vol. IV: Current Concepts and Emerging 
Trends in Attentional and Behavioral Disorders of Childhood, 
edited by Lewis M. Bloomingdale and James M. Swanson. Ox- 
ford, Pergamon Press, 1989, 334 pp., $79.95. 

The Call of Spiritual Emergency: From Personal Crisis to Personal 
Transformation, by Emma Bragdon, Ph.D. San Francisco, Harper 
& Row, 1990, 235 pp., $12.95 (paper). 

Fear and Defence, edited by Paul F. Brain, Stefano Parmigiani, Rob- 
ert J. Blanchard, and Danilo Mainardi. New York, Harwood Ac- 
ademic, 1990, 408 pp., $89.00. 

Working With Children in Art Therapy, edited by Caroline Case and 
Tessa Dalley. New York, Tavistock/Routledge, 1990, 216 pp., 
$49.50; $16.95 (paper). 

Social Stress and Mental Health: A Social-Psychiatric Field Study of 
Calcutta, by Ajita Chakraborty. Newbury Park, Calif., Sage Pub- 
lications, 1990, 195 pp., $25.00. 

Depression in Mentally Retarded Children and Adults: An Update 
for Clinical Practice, edited by Anton Dosen and Frank J. Meno- 
lascino. Leiden, The Netherlands, Logon Publications, 1990, 354 
pp., no price listed. 

Research on Socialization of Young Children in the Nordic Coun- 
tries: An Annotated and Selected Bibliography, edited by Berit 
Elgaard, Ole Langsted, and Dion Sommer. Aarhus, Denmark, 
Aarhus University Press, 1989, 149 pp., $21.50 (paper). 

Essays in General Psychology: Seven Danish Contributions, edited 
by Niels Engelsted, Lars Hem, and Jens Mammen. Aarhus, Den- 
mark, Aarhus University Press, 1989, 149 pp., $16.30 (paper). 

Manic-Depressive Illness, by Frederick K. Goodwin, M.D., and Kay 
Redfield Jamison, Ph.D. New York, Oxford University Press, 
1990, 909 pp., no price listed. 

Anorexia and Bulimia: Anatomy of a Social Epidemic, by Richard A. 
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Gordon. Cambridge, Mass., Basil Blackwell, 1990, 170 pp., 
$24.95. 

About Children and Children-No-Longer: Collected Papers 1942- 
1980. New Library of Psychoanalysis 10, by Paula Heimann; ed- 
ited by Margret Tonnesmann; David Tuckett, general editor. New 
York, Tavistock/Routledge, 1989, 357 pp., $57.50; $19.95 (pa- 
per). 

Culture, Health and Illness: An Introduction for Health Profession- 
als, 2nd ed., by Cecil G. Helman. Stoneham, Mass., Wright (But- 
terworths), 1990, 317 pp., $24.95 (paper). 

Inside Schizophrenia, by Gwynneth Hemmings. London, Sidgwick 
& Jackson, 1989, 162 pp., £8.99. 

Free Association: Memories of a Psychoanalyst (1959), by Ernest 
Jones. New Brunswick, N.J., Transaction, 1990, 254 pp., $19.95 
(paper). 

Marking Time, by Herbert Rappaport, Ph.D. New York, Simon & 
Schuster, 1990, 209 pp., $19.95. 

Passion of Youth: An Autobiography, 1897-1922 (1988), by 
Wilhelm Reich; edited by Mary Boyd Higgins and Chester M. 
Raphael, M.D., with translations by Philip Schmitz and Jeri 
Tompkins. New York, Paragon House, 1990, 178 pp., $10.95 
(paper). 

The Responsible Manager: Practical Strategies for Ethical Decision 
Making, by Michael Rion. San Francisco, Harper & Row, 1990, 
134 pp., $15.95. 

Seeing Through the Visible World: Jung, Gnosis, and Chaos, by June 
Singer. San Francisco, Harper & Row, 1990, 225 pp., $18.95. 
A Moment of Transition: Two Neuroscientific Articles by Sigmund 
Freud, edited and translated by Mark Solms and Michael Saling. 
London, Karnac Books (Institute of Psycho-Analysis) (New York, 

Brunner/Mazel, distributor), 1990, 155 pp., £15.00. 

Strategies for Employee Assistance Programs: The Crucial Balance, 
2nd ed., revised, by William J. Sonnenstuhl and Harrison M. 
Trice. Ithaca, N.Y., ILR Press, School of Industrial and Labor 
Relations, Cornell University, 1990, 81 pp., $10.00 (paper). 

Philosophy and Psychopathology, edited by Manfred Spitzer, M.D.., 
Ph.D., and Brendan A. Maher, Ph.D. New York, Springer-Verlag, 
1990, 239 pp., $35.00. 

Sexuality and the Devil: Symbols of Love, Power and Fear in Male 
Psychology, by Edward J. Tejirian. New York, Routledge, 1990, 
230 pp., 329,95. 

Methylmercury: Environmental Health Criteria 101, by the World 
Health Organization. Geneva, WHO, 1990, 144 pp., $12.80 [pa- 
per). 
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ight and Devious Pathways from 
Childhood to Adulthood Cornell University Medical College 
Edited by Lee N. Robins and Michael Rutter Opportunity to Join Faculty 
1990 389pp. 36408-6 Hardcover $59.50 at 
Peer Rejection in Childhood The New York Hospital- 
E eee Cornell Medical Center 
190 app. 378363 Paper S1835 Westchester Division 


enue Maltreatment 
and Research on the Causes and Consequences 


of Chi d Abuse and Neglect 


Edited by Dante Cicchetti and Vicki K. Cartson 
1989 794pp. 36455-8 Hardcover $59.50 


Sequential Analysis 
John M. Gottman and Anup K. Roy 


1990. 230 pp. 34665-7 Hardcover 

Living NORENA 

Planning a Career: Choosing a Specialty 
Peter Richards 


1990 199pp. 38478-8° Hardcover $39.50 


introduction to Configural Frequency 


Analysis 
The Search for Types and Antitypes in Cross- 


Classifications 


e Chief and Assistant Chief of a Clinical 
Research Inpatient Unit 

e Staff Psychiatrist in Alcohol! Treatment 
Service ; 


ACUTE TREATMENT SERVICES 
Director, Charles A. Shamoian, M.D. 


e Fellowship In Gerlatric Clinical Research. 
Psychiatry residency is required 
GERIATRIC SERVICES 
Director, George S. Alexopoulos; M.D. 


These positions include opportunities for research, teaching, 
and clinical work. To here send CV in confidence to: 
Otto F. Ke D. Medical Director. : 


Alexander von 
ee ON ees 730 THE NEW YORK HOSPITAL- 
At bookstores CORNELL MEDICAL CENTER 
CAMBRIDGE UNIVERSITY PRESS Westchester Division 


21 Bloomingdale Road 
White Plains, NY. 10605 
Equal Opportunity Affirmative Action Employer M/F/H/AV 


40 West 20th Street, New Tork Nr Tool 1. Call toll-free 800-872-7423 
outside NY State. 0247 NY State only. 
ard/VISA accepted. Prices subject to change. 


The Nineteenth Annual 


CLINICAL NEUROLOGY 
FOR PSYCHIATRISTS 





Directed by 

H For more information, call (212 920-0674; or mall coupon 
David M. Kaufman, M.D. chaok made payable fo Contin Medioa! Education for $445 

tuttton, $385 with fetter from Chief of 

Ft. Lauderdale, Bahia Mar Resort Service, ta: Office of Continuing Medical Ed Montefiore 
801 Seabreaze Boulevard, Fort Lauderdale, Florida 33316 Medical Center, 3301 Bainbri Avenua, Bronx, NY 10487. 
4-800-327-8154 Tuition covera all materials and textbook. 
February 8-10, 1891 To order textbook only, enclose $88.00 with coupon. 


San Francisco Fisherman’s Wharf Holiday Inn 


San Francisco, Calfomia 04133 Neurology for Payatlattets oncioes talon: aa TI for 
sco, eurclo 

415-771-9000 Residents ard Fellows with letter from Chief of Service, make 
February 22-24, 1991 checks payable to Continuing Medical Education). 


New York, Equitable Tower Auditorium 

787 Seventh Avenue (between ist & 62nd Streets) 
New York, New York 10014 

March 22-24, 1891 


THE EXPLICIT, CLEAR, & CONCISE WEEKEND PROGRAM 


Thie Intensive three-day sheet CO Ta arbi 
Sav acts Te Ar reece Psychiatry and Neurology. 


Fort Lauderdale: © San Francisco:[] New York O 


C Please send “Tira saion onctoss check, $8800 7 
payable to Continuing sine Madioal Educatton). 


SelZLITSS; 
ngurotransm!tter besis of paln; mental as well as physical effects 
of dominant and non-dominant hemisphere Injuries, spinal cord 
lesions, and peripheral] nervous system d dementia and 
other neurologic manifestations of AIDS; and CT, MAI, EEG, and 
CSF analysis. 30 Category | CME Credits. 


Sponsormd By Montefiore Medica! Center 
Asorediied By Albert Einstein College of Medicine 
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For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 2000S. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


DECEMBER 


December 7-9, World Congress on AIDS, “HIV: The Future 
of an Epidemic,” Bombay. Contact Chairman, Organizing 
Committee, World Congress on AIDS, 1/F, Tulsi Bhuvan, 
Block:1, 23, Bhulabhai Desai Road, Bombay 400 026, India; 
91-22-8519020. 





December 10-15, annual meeting, American College of Neu- 
ropsychopharmacology, Maui, Hawaii. Contact Oakley 
Ray, Ph.D., Secretary, Box 1823-Station B, Nashville, TN 
37221; 615-327-7200. 


December 11—14, 8th International Psychiatric Conference, 
Pakistan Psychiatric Society, Islamabad, Pakistan. Contact: 
Professor Malik H. Mubbashar, Organizing Committee 
Chair, 8th International Psychiatric Conference, Department 
of Psychiatry, Rawalpindi General Hospital, Rawalpindi, 
Pakistan. 


December 12-16, annual meeting, Milton H. Erickson Foun- 
dation, Inc., Anaheim, California. Contact Jeffrey K. Zeig, 
Ph.D., Director, 3606 North 24th Street, Phoenix, AZ 
85016; 602-956-6196. 


JANUARY 


January 20-26, 18th Annual Meeting, Southern Clinical 
Neurological Society, “Advances in Neurology,” Cancun, 
Mexico. Contact Millie F. Walden, Executive Secretary, 
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3425 S.W. 2nd Avenue, #154, Gainesville, FL 32607; 904- 
373-9765. 


January 31—February 2, 14th Annual Meeting, Neurology 
for Non-Neurologists, San Diego. Contact Edith S. Book- 
stein, Neurology for Non-Neurologists, Inc., P.O. Box 2586, 
La Jolla, CA 92038; 619-454-3212. 


FEBRUARY 





February 21-24, American Society on Addiction Medicines’ 
Fifth National Forum on AIDS and Chemical Dependency, 
San Francisco. Contact: Meeting and Travel Services, Inc. 
404-458-3382. 


February 22-23, 1st European Symposium on Drug Addic- 
tion and AIDS, Vienna. Contact Dr. Norbert Loimer, Waeh- 
ringer Guertel 18-20, A-1090 Vienna, Austria; 43-1- 
40400-35 75. 


MARCH 





March 6-9, annual meeting, Association for Academic Psy- 
chiatry, Tampa, FL. Contact Ms. O’Loughlin, Department 
of Psychiatry, Mount Auburn Hospital, Cambridge, MA 
02238; 617-499-5198. 


sey andeliectenessinth posi ao 


established. 


Precautions: Use in 


"exacerbation of the ps 


-s desymptoms; in overactive of agitated pati 
_ cay and agitation may oeur: m.m | 
‘symptoms ofthe manic phase may € 

<: s@serpine during therapy with a tricyc dep 
Shown to produce a’ “stimulating” effect ir 
tients. Troublesome patient hostility 
fore: seizures may accompany 
Supervision and careful adjustment of do 
used with other anticholinergic drugs an 
drogs. Concurrent administration of cim 
_-Ginically significant Increases in the ol 


__ thelricyclic antidepressant. Patients should be info 


response to alcohol may be exaggerated. 4 


__ be administered with electroconvulsive therapy, alt 
hazards ‘may be increased. Discontinue the drix 


days. if possible, prior to elective surgery 
-Suicidal attempt by a depressed patient r 
-tion of treatment; in this regard, itis important th 
-Sidle quantity ot drug be dispensed at any 


‘elevation and towering of blood sugar vels have b 


~Acasedt significant ogre 
diabetic re Tena on chorn 


: Monae carota pain 
inc heart block, slike 


9 1990 Sandoz Pharmaceuticals Corporation = 








RlATR,. 
PEN 


*. 
A; > {| 
Vary 0° 


Where is the Library and 
Archives? 

The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
Friday. 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 





Can I borrow books? 


APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks. 


Can I get reprints of journal 
articles from the Library? 


No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers? 

Yes. (202) 682-6058 is the 
reference number. We try to answer 
questions right away, but some- 
times we need time to gather infor- 
mation. We can usually respond 


within 24 hours. : 
: Rg 
i 
aan 
searching? —_ 


Yes. (202) 682-6057 is the 
number to call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it’s a good idea to keep a 
supply on hand. Call and ask us to 
send some for your next project. 
Charges for members are cost plus 





Does the Library 
do computer 
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$15; non-members, cost plus $40. 
Turnaround time is 2 weeks. 
Records retrieved include full 
bibliographic citations and in most 
cases abstracts. 


Can you help me find an article 
in Psychiatric News? 


Yes. Call (202) 682-6080. The 
APA Library provides the only in- 
depth indexing service for 
Psychiatric News. There is com- 
plete coverage since 1978. 





Does the biter have 
audiovisual material? What 
kinds? 

Yes. The Marion E. Kenworthy 
Learning Center’s collection in- 
cludes audiocassettes and video- 
cassettes. The audio collection has 
taped symposia from annual 
meetings since 1976; the video 
collection has clinical presenta- 
tions useful for staff and continu- 
ing medical education. The loan 
period is 2 weeks. Please call for 
charges. 





What’s in the Archives? wile | 

The Archives holds the records 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally, the Archives is the 
sole repository for the papers of 
Albert Deutch. There are tapes and 
transcripts from an oral history 
project, and a collection of arti- 
facts and photographs that relate 
to the history of American psychi- 
atry. These materials may be used 
in the Archives or photocopied, but 
they do not circulate. 


APA LIBRARY AND ARCHIVES 


Answers to Questions Our Members Often Ask 
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Does the Library ae a rare 
book collection? 


Yes. Our rare book collection 
contains many valuable and first 
editions of early works that reflect 
the history of psychiatry. Among 
its volumes are first edition copies 
of Benjamin Rush’s Medical In- 
quiries and Observations Upon the 
Diseases of the Mind and Joseph 
Breuer and Sigmund Freud’s Stu- 
dien uber Hysterie. 

The growth of this collection 
depends on gifts. However, the 
Library is not authorized to give 
appraisals for income tax purposes. 


Would you like me to donate my 
books and old journals to the 
Library? 

Yes. We are always pleased to 
receive gifts, but we must reserve 
the right to evaluate your gift for 
relevance to the Association and 
dispose of any books or journals we 
cannot use. Each donor is appro- 
priately acknowledged on a 
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Turning Points in Twentieth-Century American Psychiatry 


Melvin Sabshin, M.D. 


The author examines four major turning points in 
twentieth-century American psychiatry, emphasizing 
the movement during the post-World War II period 
toward a psychotherapeuticlpsychoanalytic approach 
and the emergence of biological psychiatry, neuro- 
science, and logical positivism during the 1970s and 
1980s. He discusses the impact of Adolf Meyer during 
the mid-twentieth century and his ongoing influence. 
The final turning point involves a prediction of a late 
twentieth-century change, including new directions in 
nosology, emphasis on combined pharmacotherapeu- 
tic/psychotherapeutic treatments, efforts to create al- 
ternatives to full inpatient care, better outcome data 
for psychiatric treatments, and beginning resolution of 
major boundary problems of current practice. 

(Am J Psychiatry 1990; 147:1267—-1274) 


n 1966, on the occasion of the centenary of Adolf 

Meyer’s birth, Theodore Lidz delivered the Meyer 
lecture, entitling it “Adolf Meyer and the Development 
of American Psychiatry” (1). He concluded the pub- 
lished version of the paper by saying, “In commemo- 
rating him, we can do much for ourselves and for psy- 
chiatry by recognizing and utilizing the heritage he left 
us.” Analogously, in 1980 John Neill reviewed Mey- 
er’s contributions in a paper on “Adolf Meyer and 
American Psychiatry Today” (2). He stated, ‘“‘Meyer’s 
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times were similar to ours in many ways. In a curious 
fashion our professional wheel has come full circle to 
where it was in 1900, and we are again in need of the 
Meyerian spirit, a holistic perspective. Acquainting 
ourselves with the wisdom in his legacy is an important 
first step on the journey forward.” In the 1985 Adolf 
Meyer lecture, Michael Rutter (3) pointed out the rel- 
evance of Meyer’s work to major current issues in psy- 
chiatry. His paper, entitled ‘“Meyerian Psychobiology, 
Personality Development, and the Role of Life Expe- 
riences,” clearly enunciated the fundamental implica- 
tions of the psychobiological concept. In this paper, I 
wish to follow my eminent predecessors but also to 
delineate in my own way how a reexamination of these 
Meyerian concepts might point the way toward the 
next turning point in American psychiatry. Indeed, I 
perceive subtle signs of the early phases around which 
the next stage might coalesce, and I anticipate that by 
the beginning of the twenty-first century, the develop- 
mental lines will be much clearer. 

To be the Medical Director of APA is in itself a 
remarkable honor, and I have consistently relished the 
opportunity to be part of the profession’s adaptation 
to new forces from within and outside of its changing 
boundaries. Lidz stated that “Adolf Meyer virtually 
identified himself with psychiatry”’(1), and I empathize 
with that position as long as it is understood that | 
have also maintained the differentiation. 

Of late I have noted the tendency (not yet a symp- 
tom) to reminisce and reflect about the broader sweep 
of events; indeed, I have been a participant and ob- 
server in remarkable changes in our field. In this paper, 
I wish to review some of these events with emphasis 
upon the post-World War II changes that have been 
part of my personal experience. The scientific program 
of APA’s 1989 annual meeting is an excellent symbol 
of our current status—quite different from the symbols 
and substance of the meetings of a quarter of a century 
ago. In this paper, I wish to highlight four turning 
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points: 1) the rise of Meyerian psychobiology and its 
peak impact in the second quarter of the twentieth 
century, 2) the dominance of divergent therapeutic ide- 
ologies, including the important impact of psychoanal- 
ysis in the post-World War II years, 3) the current 
surge of neuroscience and psychopharmacology along 
with empiricism and logical positivism, 4) a predicted 
reemergence of analogues of Meyerian psychobiology 
at the turn of the twenty-first century accompanied by 
a) a new systematized psychobiology of coping, of ad- 
aptation, and of active efforts by persons to deal with 
multileveled stresses, b) an increased knowledge base 
in life course transactions converting the elaborate 
Meyerian history taking system to a more dynamic and 
relevant process, c) a trend toward a new nosological 
system that will give life and greater utility to the cur- 
rent axis IV and V systems (DSM-III and DSM-III-R) 
and will deal more effectively with the boundaries be- 
tween health and disorder, d) with a, b, and c (coping, 
life history, and boundaries between health and ill- 
ness), and accompanied by appropriate professional 
leadership, the reemergence of a vital new clinical psy- 
chiatry, e) a more balanced overall approach using psy- 
choanalytic, social psychiatric, and biological concepts 
that have become clear enough to test empirically, and f) 
a more rational therapeutic system emphasizing new 
combinations and transactions between pharmaco- 
therapy and psychotherapy—along with a new gener- 
ation of educators experienced in these combinations. 


THE RISE OF MEYERIAN PSYCHOBIOLOGY AND ITS 
PEAK IMPACT IN THE SECOND QUARTER OF THE 
TWENTIETH CENTURY 


I entered psychiatry in the decade after World War 
I]. The winds of change had already altered the psy- 
chiatric landscape, and almost all of my clinical super- 
visors and teachers espoused the new “‘dynamic psy- 
chiatry.” The textbooks of psychiatry, however, were 
still dominated strongly by the prewar developments, 
and my introduction to Adolf Meyer was influenced 
primarily by written words rather than by clinical in- 
teractions and case conferences or personal contact. In 
retrospect, I understand that this was unfortunate be- 
cause it was not easy to grasp Meyer’s ideas from his 
written words alone. Henderson (4) said that “Adolf 
Meyer had to surmount language difficulties affecting 
his speech and his writing which made it far from easy 
to get his meaning and rendered his ideas more obscure 
than they really were.” Ebaugh (5), commenting on the 
same subject, stated that “It was frequently difficult to 
grasp the full import of Dr. Meyer’s formulations. It 
was his tendency to be elliptical or to verbalize incom- 
plete thoughts which meandered in the direction of his 
own special interest of the moment. This may account, 
in part, for the fact that his theories are not fully re- 
corded, or are, at best, inadequately understood.” (It is 
hoped that late twentieth-century technology will af- 
ford subsequent generations an opportunity to learn 
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from current theorist leaders by ways other than writ- 
ten words.) Over time, however, I have become in- 
creasingly knowledgeable about the basic tenets of 
Meyer’s ideas and understand better what a pervasive 
influence he exerted. Even more important for me, | 
began to understand why his ideas were so important. 
It is hoped that others will find it rewarding to make 
their own judgments on this matter. 

On several occasions, Meyer sketched his own per- 
ception of the historical phases of psychiatry in the 
United States (6). He tended to call the first phase “the 
time of the Thirteen,” honoring the founders of APA. 
He then described the second phase as “the preoccu- 
pation with the brain (a mere word with most) as the 
palpable issue in the disorder, when the workers actu- 
ally looked for new emphases and concrete methods 
having to regulate complex organismal wholes, and 
the rising of competition from outside after the Civil 
War.” That prototypic Meyerian description, with all 
of its ambiguity, lies at the heart of his concerns, 
namely, that the biological reductionism in the late 
nineteenth century was, at least in part, a defensive 
maneuver against the influx of immigrants into the 
United States. The “moral psychiatry” of the earlier 
part of the nineteenth century was fine with Yankee 
patients and doctors but somehow less appropriate 
with postindustrial America. In characterizing a third 
phase of American psychiatry from the 1890s to 
World War I, Meyer essentially described a period of 
increased systematization of research, followed by a 
fourth phase that was a description of some of his 
hopes and aspirations. Meyer highlighted the develop- 
ment of special psychiatric centers (research oriented 
institutes) that could be models for an advancing sci- 
ence of psychiatry. His thoughts about psychosomatic 
processes and psychiatry’s role in medicine were enun- 
ciated with emphasis upon “the person” and strong 
criticism of dualism and reductionism. 

From our late twentieth century vantage point, the 
nuances of changes in the first part of this century are 
overshadowed by a dominant trend symbolized by 
Meyer himself. Indeed, the turning point that peaked 
in the second quarter of this century can be character- 
ized as a gradual shift from the prior biological reduc- 
tionism and its attendant practices and value systems 
to a phase where clinical psychiatry took on new as- 
pirations, new methods, and new interests. While 
Meyer characterized his major approach as psychobi- 
ology, his personal style reflected the biopsychosocial 
model as enunciated much later by Engel (7). When 
finally ensconced in his pivotal professorship at Johns 
Hopkins (Phipps Clinic), Meyer maintained a pro- 
found interest in clinical practice, carried out experi- 
mental procedures in the anatomical laboratories ad- 
jacent to his office, became the preeminent educator of 
the psychiatric leaders of the next generation, and con- 
tinuously served as an ardent advocate of community 
programs. Simultaneously, he collaborated with lead- 
ers in other clinical departments to develop psychoso- 
matic programs (including liaison activities) and also 
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kept abreast of larger philosophic, social, and political 
events. Keeping abreast was not an extraneous ab- 
straction but involved friendship and collaboration 
with an impressive array of scholars, politicians, and 
moral philosophers. 

It is likely, of course, that American psychiatry 
would have changed direction even without Meyer, 
but its contour and evolution were deeply influenced 
by him. It took a very special leader, however, to effect 
a turning of psychiatry toward a new direction. His 
solid biological roots gave special credence to his em- 
phasis upon the patient as a person; simultaneously, 
his interest in social and community phenomena could 
not be brushed away as irrelevant abstractions. Krae- 
pelin and his American counterparts had been chal- 
lenged by a worthy critic who shook the lugubrious 
roots of the concept of dementia praecox. S. Weir Mitch- 
ell’s 1894 challenge (8) to psychiatry to solidify its 
scientific and medical foundations was being answered 
by a leader with impeccable medical and scientific cre- 
dentials. A mood of hope and of increasing capacity to 
cope with the enormous problems began to spread 
through the new scientific and academic institutes cre- 
ated by Meyer and his students. Many of these stu- 
dents became the directors and chairs of the major 
psychiatric departments across the country and also 
overseas. As they began to confront the many issues, 
however, progress was not easy. Hundreds of thou- 
sands of patients were housed in deteriorating institu- 
tions; treatment techniques and methods were unspe- 
cific; and the number of trained practitioners was 
much too small for the demands upon them. Just as the 
first rays of light began to seep through the end of the 
tunnel, World War H occurred and American psychi- 
atry became absorbed in a momentous maelstrom that 
challenged many fundamental tenets. 


THE DOMINANCE OF DIVERGENT THERAPEUTIC 
IDEOLOGIES INCLUDING THE IMPORTANT IMPACT 
OF PSYCHOANALYSIS IN THE POST-WORLD WAR II 
YEARS 


World War II produced massive upheavals beyond 
the preemptive political and military events that 
changed the future course of history. In the wake of 
larger changes, old boundaries and barriers between 
nations became more permeable so that both people 
and ideas moved from one part of the world to an- 
other. The movement included the emigration of bril- 
liant psychoanalysts to Western Europe, the United 
States, and Canada. 

For American psychiatry these events precipitated 
significant qualitative changes that have been well doc- 
umented in many excellent publications. In this paper 
I wish to emphasize a few aspects of these changes, 
which, at least in part, have not been emphasized 
enough. 

The large number of TAN n casualties 
among our troops had riveted public attention to what 
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began to be understood as a serious national problem. 
Wide publicity about new techniques to deal with trau- 
matic neuroses, as developed by an able cadre of mil- 
itary psychiatrists, also had a significant impact. (I 
was fortunate enough to work for many years with 
Roy Grinker [9] and learned much about those heady 
days.) 

What I wish to emphasize in this paper is that all of 
these postwar changes were engrafted upon the predis- 
posing tendencies engendered during the Meyerian 
turning point. The uncompleted psychobiological rev- 
olution had opened new possibilities to concentrate 
upon the person and upon the individual clinical case. 
Biological psychiatry had not met the earlier challenges 
fully and gradually began to feel isolated. The dawn of 
a more concentrated effort at social and community 
psychiatry had been encouraged by Meyer himself. 
Most important, Meyer had directly and indirectly 
supported the development of psychoanalysis in the 
United States; but by the early 1950s psychoanalysis 
superseded psychobiology and in fact paid only cur- 
sory attention to It. 

In some quarters (Sargant [10] in the United King- 
dom, among others) it was believed that psychoanal- 
ysis had taken over United States psychiatry lock, 
stock, and barrel. This perception was incorrect be- 
cause, in fact, it overlooked competing ideologies (e.g., 
in social and biological psychiatry) that frequently 
challenged psychoanalysis, adding to the siege mental- 
ity that consistently pervaded the field. Nevertheless, 
psychoanalysis developed enormous academic institu- 
tional power and affected significant hospitals, associ- 
ations, and their leaders. Equally, perhaps even more 
important, ideas and practices throughout the field 
were profcundly influenced. Repeatedly, I have em- 
phasized one change that is only beginning to be un- 
derstood by decision makers. Psychoanalysis altered 
the boundaries of psychiatry radically in terms of its 
implicit definition of psychopathology and its implicit 
concepts of what psychiatrists should do and should 
not do. Freud’s Psychopathology of Everyday Life 
(11), in the context of his brilliantly written clinical 
examples and structural concepts, led to an assump- 
tion of the near universality of psychopathology. 
When psychoanalytic theory was coupled with equally 
profound changes in child and adolescent psychiatry, 
the world of nosology was given a near-mortal wound. 

In previous publications, I have described these 
events in detail; in this paper I wish to emphasize a few 
salient points. Psychoanalysts and psychiatric leaders 
influenced significantly by analysis failed to perceive 
the enormous policy influence exerted by psychoana- 
lytic theory and practice. With only rare exceptions, 
they did not demonstrate an interest in these implica- 
tions. Epidemiology was essentially ignored as much as 
nosology, although without the opprobrium that many 
analysts cast upon classificatory systems. While some 
psychoanalysts manifested interest in treatment of psy- 
chotic patients (and some hospitals demonstrated spe- 
cial interest in psychotherapeutic work with severely ill 
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populations), the predominant interest shifted away 
from the severely ill patient. 

Furthermore, the overwhelming majority of psycho- 
analysts demonstrated minimal interest in exploring 
the relationship between intrapsychic process and new 
biological concepts. Fixated on hydraulic physical mod- 
els of energy distribution and mechanics, relatively few 
analysts became involved in transactional systems, cy- 
bernetics, or new systematized field models. For all the 
neglect of modern biological psychiatry, the attitudes 
of analysts toward social and community psychiatry 
were even more negative. In contrast to Meyer’s reach- 
ing out to develop new community approaches, the 
dominant pattern of psychoanalysts involved reitera- 
tion of the intrapsychic as much more significant than 
the interpersonal or the social interactional field. To be 
involved in social psychiatry was seen as diluting the 
basic concentration. 

Increasingly, psychoanalysts manifested a dominant 
ideological approach based on deductions, belief sys- 
tems, and therapeutic values. To a significant extent, 
these patterns related to a need to defend against critics 
of psychoanalysis. Simultaneously and, in part, reac- 
tively, biological and social psychiatry developed their 
own ideological systems which differed markedly with 
each other and with analysis. In turn, psychoanalysts 
surrounded themselves with siege wagons even during 
a phase when many outside the wagons thought that 
the analysts held the real power. There is, of course, 
much truth in the analysts’ belief that they were, at 
best, ambivalently received by colleagues in psychiatry. 
Nevertheless, the proclivity to be a besieged minority 
cannot be entirely explained by external attack. It was 
ingrained into the core functions and psychological 
structure of many analysts. 

By the middle 1960s, American psychiatry was char- 
acterized by multiple ideological divisions in which lit- 
tle communication occurred between or among the 
various groups. While the biological psychiatrists tried 
to cling to their medical roots, they often became rigid 
in this defense and were not very persuasive. Limited 
as they were to unspecific medications and such treat- 
ments as ECT, insulin, and even lobotomy, they often 
found themselves regarded poorly within their profes- 
sion and by the public at large. The psychoanalysts and 
the social psychiatrists, on the other hand—each in 
their own fashion—moved away from a medical 
model. Their demonstration of only minimal interest 
in systematic, empirically based etiology, nosology, 
and epidemiology and in development of treatments 
based on nosology marked the nadir of psychiatrists’ 
demedicalization in the United States. Simultaneously, 
it also marked a period of massive public confusion 
about the differences among clinical psychologists, 
psychiatric social workers, and psychiatrists. The key 
paradigm here is that the broader the boundaries of 
psychiatry and the broader the definition of what a 
psychiatrist can and should do, the more overlap there 
is, for example, between clinical psychology and psy- 
chiatry. While the emphasis here is on the impact of 
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boundary problems upon differentiation of mental 
health professionals, many other factors contributed to 
role blurring. The shortage of psychiatrists in World 
War II and in the postwar period led many within 
psychiatry and outside the profession to support treat- 
ment roles of other disciplines. 

During the 1950s and most of the 1960s, public 
demand for psychiatry’s accountability had been slow 
in developing. (Of course, there were many counter- 
trends and exceptions.) Gradually, however, warning 
signals began to appear on the horizon. While Bailey’s 
scholarly but tendentious critique of psychoanalysis at 
our 112th annual meeting in 1956 (12) was offset by 
Ernest Jones’s equally eloquent statement at the same 
meeting (13), the drumbeat of criticism began to 
mount a decade later. By the late 1960s, a confluence 
of trends became clear. The combination of psychia- 
try’s boundary expansion, the predominance of ideol- 
ogy over science, and the field’s demedicalization be- 
gan to produce a vulnerability. Many decision makers 
became skeptical about psychiatrists’ capacity to diag- 
nose and treat patients. Criticism of psychiatry began 
to mount to a level beyond general criticism of weak- 
nesses in medicine as a whole. A new form of stigma- 
tization of psychiatrists gradually emerged. When 
these developments were perceived in the face of the 
continuing “shame of the states” (14) and psychiatry’s 
relatively low status in medical schools, and with little 
demonstration of accountability, a crack in important 
segments of public support began to widen. 

Simultaneously, criticism of institutionalization of 
psychiatric patients began to reach a zenith. Civil 
rights activists pointed out that patients had often been 
hospitalized without sufficient guarantee against abuse. 
Commitment procedures began to be altered, and a 
massive movement toward deinstitutionalization be- 
gan. With the introduction of new psychotropic med- 
ication, deinstitutionalization accelerated rapidly. It 
was hoped that community mental health centers 
(CMHCs) would meet the needs of their patients, and 
the legislation developing these centers became a focal 
point for development in the 1960s. In retrospect, the 
resources for these centers were not adequate; further- 
more, the centers did not concentrate their efforts suf- 
ficiently on severely ill individuals. 

Superimposed upon deinstitutionalization, revolu- 
tionary changes in payment for all medical services had 
an early impact on psychiatry, given the continuing 
stigmatization of patients and practitioners. A demand 
for cost-effective services based on objective data in- 
creased steadily. Justification for increased manpower 
production became required. With the expansion of 
CMHCs and economic constraints, competition be- 
tween and among mental health practitioners emerged 
as a publicly visible reality. The torrid relationship be- 
tween psychiatry and psychoanalysis started to cool. 
More and more decision makers and payers of psychi- 
atric services began to visualize the field as a bottom- 
less pit requiring unlimited resources. Steadily, regula- 
tion began to replace the free market, and the cottage 
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industry proved inadequate to meet the new regulatory 


: and economic challenges. By 1970, the critics were 


joined by those who perceived previous promissory 
notes, including those made for CMHCs, as having 
beer unmet. We found ourselves caught in the vortex 
of a crisis. We had difficulty in coping with the new 
economics, and the bottomless pit was sucking us in. 


THE CURRENT SURGE OF NEUROSCIENCE AND 
PSYCHOPHARMACOLOGY ALONG WITH | 
EMPIRICISM AND LOGICAL POSITIVISM 


Biological psychiatry had become isolated in the 
decade after World War II and had retreated into ideo- 
logical sparring with the psychotherapeutic boom of 
the 1950s. Nevertheless, a rising from the ashes was 
reflected in the clinical trials of chlorpromazine. Prac- 
tical use of psychotropics soon emerged, and while 
resistance to pharmacotherapy was distinct in the 1950s, 
the dawn of thè next turning point was strongly influ- 
enced by the new science and the new economics. In 
other presentations, I have emphasized the interaction 
between the two; some preferred to pay attention to 
only the science, while others paid attention to the 
economics (15). The profession must be mindful of 
both, including their interdependence. 

During the past two decades, research in the neuro- 
sciences has advanced at a dizzying pace. {It has been 
especially dizzying to older practitioners whose world 
seemed to be so markedly changed.) While the ad- 
vances have affected many medical specialties, the im- 
pact on psychiatry had been prodigious. For the scien- 
tists working in the laboratories and for many of those 
engaged in clinical research, the new knowledge 
emerged because! of the freedom of scientists to de- 
velop their own hypotheses and to test them objec- 
tively. From my perception, social, political, and espe- 
cially economic forces have also played a critical role 
in the new research developments. Decision makers on 
Senate and House appropriation committees have com- 
mented frequently that they are now more willing to 
support the Institutes of the Alcohol, Drug Abuse, and 
Mental Health Administration because they can un- 
derstand the palpable outcomes of the new generation 
of research. The development of public support groups 
has had enormous significance in accelerating the mo- 
mentum. The National Alliance for the Mentally Ill 
has grown rapidly in size and power; its passionate 
espousal of biological psychiatry will be of great inter- 
est to psychiatric historians in the next century. The 
families of severely ill mental patients, rightly or 
wrongly, felt attacked by psychotherapeutic and socio- 
therapeutic concepts in psychiatry. To the extent that 
genetic, biological variables became preemptive etio- 
logically, the families’ poignant struggles to deal with 
severely ill family members became more easily ex- 
plainable. The support of the National Alliance for the 
Mentally Ill for research helped to reinvigorate the Na- 
tional Mental Health Association and facilitated the 
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formation of disease oriented advocacy groups that 
demanded advances in treatment of manic-depressive 
illnesses, phobias (and panic disorders), obsessive-com- 
pulsive neuroses, Alzheimer’s disease, schizophrenia, 
and other psychiatric disorders. 

Before this late-century turning point, the public im- 
age of psychiatry had begun to sour. Public percep- 
tions of the field have always included gross stigmata, 
but in the heady post-World War II decade, a window 
of opportunity developed. For me, Ingrid Bergman’s 
portrayal of the psychiatrist in the movie “Spellbound” 
symbolized a willingness to perceive that psychiatrists 
could be helpful under most difficult circumstances. At 
the opposite extreme, Michael Caine’s more recent 
portrayal of the psychiatrist as psychotic murderer in 
“Dressed to Kill” reflected a composite of negative 
stigmatized perceptions. The public’s negative percep- 
tion of psychiatry also was a response to unmet expec- 
tations, anger at purported abuse of patients, and rid- 
icule of psychiatrists arguing with each other in the 
courtroom. The reaction to John Hinckley’s being de- 
termined not guilty by virtue of insanity symbolized 
the vulnerability of psychiatry far beyond the court- 
room. The national firestorm after the Hinckley deci- 
sion traduced our diagnostic capacities, treatment 
techniques, and basic competence in every other way. 
The need co answer these criticisms has affected our 
policies more forcefully than many of us realize. 

During this past decade, the best stories about psy- 
chiatry in print and electronic media have involved the 
scientific advances in the field. As these stories have 
increased, they have begun to offset the continuing 
negative stories and may be moving to a point where 
they will go beyond offsetting. The need to change the 
public image of psychiatry has also played a key role in 
producing the current turning point. For some of my 
research cclleagues, this effect is passionately denied as 
if it meant that their work is designed to influence the 
public. Just the opposite is true; high-quality work af- 
fects the public because it is high quality. But we must 
want to seek public support while reducing the stigma 
against patients and practitioners. In this process, a 
tendency to overcorrect for previous errors is inevita- 
ble. A focus upon genetic markers for manic-depres- 
sive illness gets much more attention than stories about 
the less fashionable reports of successful psychother- 
apy. This attention and the resultant allocation of re- 
sources affect many segments of our training pro- 
grams, certification procedures, and accreditation 
processes. The overreaction certainly has many prac- 
tical consequences. 

One of the best symbols of late-century American 
psychiatry has been the increasing centrality of nosol- 
ogy in our scientific and clinical work. From the depths 
of the 1950s when nosology was perceived by many as 
an esoteric nonentity, DSM-III and DSM-III-R have 
influenced American psychiatry profoundly, but they 
have also been influenced by forces outside the field. By 
the middle 1970s, key decision makers not only per- 
ceived psychiatry as a bottomless pit but also began to 
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take steps to limit reimbursement for psychiatric treat- 
ment. Publicity about psychiatrists testifying on oppo- 
site sides of insanity defense pleas brought out enor- 
mous criticism about the unreliability of psychiatric 
diagnosis. By the time of the Hinckley decision, the 
peak criticism of psychiatry occurred. By then, how- 
ever, countermoves had already commenced. The no- 
sologists who had created DSM-III attempted to shield 
themselves from political forces, although they could 
not maintain this stance consistently, and they were 
simultaneously criticized by social activists (concern- 
ing sexism and racism) and by other scientists. Despite 
this sniping, the DSM-III committees and task forces 
of APA produced amazing documents that did indeed 
change the shape of American psychiatry. While it was 
a brilliant tour de force, its acceptance was deeply in- 
fluenced by the dire need for objectification in Ameri- 
can psychiatry. We needed to prove to many people 
that psychiatric disorders could be diagnosed and that 
a rational basis for determining how to deal with psy- 
chiatric patients could be developed. Thus, there has 
been great pressure to follow DSM-III with treatment 
guidelines—objective guidelines for when hospitaliza- 
tion becomes necessary and for how long we need to 
keep people in the hospital. Quantification and objec- 
tification moved rapidly, perhaps at times too rapidly, 
across our entire field. Implicitly, theory building re- 
ceded and an effort was made to move toward an em- 
pirical, quantitative direction where logical positivism 
and its empirical modes prevailed. Precise thinking 
could only be said to occur when we used our sensory 
capacities to observe and measure objectifiable data. 
This position has been extremely helpful in obtaining 
research funding and has been adaptive in work with 
industry and their insurance carriers. 

Simultaneous with these sweeping changes, a num- 
ber of other related developments have occurred. Epi- 
demiology has also moved to center stage from its ear- 
lier isolation. The need to collect broad population 
data to aid in the formulation of psychiatric policies 
has become obvious. The universality of psychopathol- 
ogy hypothesis extant in Freud’s Psychopathology of 
Everyday Life (11) or in Erikson’s normal late adoles- 
cent crisis (16) could not be afforded—even in affluent 
America. 

The nadir of demedicalization of American psychi- 
atry of the mid-1960s is about to be replaced in the 
early 1990s by an apogee of remedicalization. It is a 
structural remedicalization manifested by the emphasis 
upon etiology, diagnosis, rational choices of treatment, 
psychobiological approaches to prevention, and the 
importance of epidemiology. It also is reflected in psy- 
chiatry’s alliance with other medical specialties and 
medical organizations. 

In this context, the borders and boundaries of psy- 
chiatry that seemed infinite in the 1960s became some- 
what narrower; we promised much less to be all things 
to all people and we limited both our declared areas of 
expertise and our definitions of disorder. 

In the 1960s, our field had been dominated by 
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boundary expansion and by predominance of ideology 
over science and demedicalization. By 1989, our field 
is dominated by a remedicalization, a predominance of 
science over ideology, and a tendency toward bound- 
ary circumscription. While DSM-III and DSM-III-R 
are still very broad in scope, they attempt to provide 
objective criteria for diagnosing each disorder. Psychi- 
atrists have also tended to focus much more on clearly 
defined role functions than they assumed in the 1960s. 
Explicit and implicit action was taken to respond to 
those critics who had described psychiatry as a bot- 
tomless pit in the 1960s. Nevertheless, there are signs 
that the remarkable correction that has taken place in 
the last two decades has overcorrected in some areas. 
Fears of losing vitality in clinical psychiatry have been 
expressed by an increasing number of observers. Car- 
icatures of a “mindless” psychiatry (17) have replaced 
the previous “brainless” psychiatry and are drawing 
increased attention. I believe that these forces and oth- 
ers will begin to combine at the beginning of the next 
century and I will conclude this paper by predicting 
another turning point by the first decade of the twenty- 
first century. 


THE REEMERGENCE OF ANALOGUES OF 
MEYERIAN PSYCHOBIOLOGY AT THE TURN OF 
THE TWENTY-FIRST CENTURY: A PREDICTION 


The point and counterpoint of current American 
psychiatry include predecessors of changes that I be- 
lieve will gather momentum to become the next turn- 
ing point. Rutter (3) has pointed out frequently that we 
must study the large population who do not become ill 
when facing the genetic and life-stress factors that in- 
duce illnesses in so many others. Along with a number 
of distinguished observers, he has emphasized the re- 
markable individual variations in coping with high- 
risk variables. Meyer had discussed this phenomenon 
on many occasions, and leaders of psychosomatic 
medicine have repeatedly called attention to such vari- 
ations. While these questions have been given atten- 
tion, I believe that a confluence of factors will elevate 
the questions about adaptation and coping to a pivotal 
position in psychiatry. 

To predict that issues which have been in the pen- 
umbra of psychiatry for over a century will move to 
center stage may be risky, but I do believe that there 
are good reasons to make this prediction. By the be- 
ginning of the twenty-first century, I believe that the 
adaptability of many individuals with apparent high- 
risk loading for psychiatric illness will not be able to be 
ignored. In addition to scientific development, | believe 
that economic forces will be at play and policy makers 
will want to know why large segments of the popula- 
tion fail to become ill. The capacity to cope and hence 
to reduce risk of illness will be very important in the 
actuarial world of the early twenty-first century. 

Simultaneously, the technological advances of the 
late twentieth century will be applied to determine 


Am J] Psychiatry 147:10, October 1990 


markers of adaptability just as we now study markers 
of disease proclivity. When our technology permits 
longitudinal studies of biological systems and adapt- 
ability, we will be in an advantageous position for new 
hypotheses. In effect, I am saying that the psychobiol- 
ogy of coping and adaptability will become a major 
part of psychiatric research and practice. Modern tech- 
nology will permit us to take Meyer’s old concepts and 
apply them (as well as the best of psychosomatic med- 
icine) in a variety of new ways. Integral to this new 
emphasis will be the transactions and interactions be- 
tween psychological adaptation and biological sys- 
tems. Both pathology and health will need to be ex- 
plained in psychobiological terms. 

The increased interest in adaptation could have a 
direct influence on the clinical practice of psychiatry in 
the early part of the twenty-first century. At present, 
there is a decline in interest in taking a full psychiatric 
history; establishing criteria for a DSM-III diagnosis 
has become the current cornerstone of psychiatric his- 
tory taking. With a decline in psychodynamic formu- 
lations, the excitement in looking for historical and 
other clinical nuances has almost been lost. Many cli- 
nician educators have talked about loss of clinical vi- 
tality in the profession. | am convinced that revived 
interest in adaptation could help to reverse this trend. 
Currently, axes IV and V of the DSM are primarily 
research tools, but I believe that scientific and eco- 
nomic forces will increase our attention to the field of 
stress and adaptation. To the extent that clinicians as 
well as researchers see the value in documenting these 
data, collecting and interpreting such information will 
become a major part of day-to-day clinical practice. | 
am hopeful that the process of collecting such data will 
stimulate a new interest in history taking. The psy- 
chodynamic formulation of the 1950s might be re- 
placed by a psychobiological (or biopsychosocial) for- 
mulation of the year 2010. This formulation will 
involve more than historical data, since laboratory 
findings (measuring both adaptational and pathologi- 
cal elements) should also become very important. 

For many years I have been interested in psychia- 
trists’ involvement in research on normal populations 
(18, 19). In part, this interest has been based on a wish 
to find empirical bases to distinguish normal from 
pathological conditions in psychiatry. | am convinced 
that such efforts will ultimately help to define the scope 
and boundaries of psychiatry. There is every reason to 
believe in much greater variety of normal development 
than there is in pathological sequences. Longitudinal 
studies of life-course adaptation will catalyze our 
knowledge in this arena, and I look forward to exciting 
progress that will attract the next generation of inves- 
tigators and clinicians. As I have studied Meyer’s ef- 
forts in history taking, he was seeking a way to follow 
“persons” (to use his term) throughout successive de- 
velopmental stages, but he lacked the tools and meas- 
urements to make it practical. His vision on this mat- 
ter, however, deserves to be studied in preparation for 
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a new kind of history taking that will seek to ascertain 
both adaptational and pathological elements. 

With increased emphasis upon coping, the bound- 
aries between health and illness, and life histories, I 
believe that the clinical psychiatry of the early twenty- 
first century can be revitalized without becoming vital- 
istic. The new clinical psychiatry can lift us from the 
potential reductionism, mechanization, and trivializa- 
tion that weaken current clinical psychiatry. It can also 
keep open lines to develop new hypotheses rather than 
seeking dynamic formulations that follow established 
theoretical constructs. 

The revitalization of clinical psychiatry should also 
permit us to find a new synthesis of psychoanalytic, 
social psychiatric, and biological psychiatry. In the 
years after World War II, American psychiatry has os- 
cillated widely between dominant concepts and prac- 
tices. A more steady, empirically driven phase should 
modulate and temper the current overcorrection. As 
the tempering occurs, new ideas about comorbidity 
and multimodal treatment should develop. Indeed, | 
anticipate that most psychiatric patients early in the 
next century will be treated by combinations of psy- 
chotherapy and somatic therapies. These combinations 
will be based on empirical clinical trials, and a gener- 
ation of clinician-educators experienced in such com- 
binations will become the modal supervisors and text- 
book writers. 

My predictions are based on both scientific and eco- 
nomic indicators. I am, of course, hopeful that leaders 
in psychiatry will see the new opportunities in the next 
phase. I am also hopeful that decision makers and the 
general public will support these efforts. 

Adolf Meyer was not born in the United States, but 
he helped to create an indigenous psychiatry, the first 
American psychiatry since the moral reform period 
early in the nineteenth century. After the turbulence of 
the last half of the twentieth century, we may have an 
opportunity to reflect on what Meyer accomplished 
and find a new balance. We can build on his base but 
we must also take advantage of new technology, new 
methods, new public support, and.new partnerships 
with patients and their families to facilitate and sup- 
port the next turning point. 
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Evidence of the Role of Psychosocial Factors 
in Diabetes Mellitus: A Review 


Jean W. Helz, M.D., and Bryce Templeton, M.D. 


Diabetes mellitus is a very prevalent illness that pro- 
duces a variety of stresses for the individual patient, 
but the role of psychosocial factors in this illness is 
frequently minimized in the teaching of physicians and 
the care of patients. The authors review a framework 
for evaluating the role of psychosocial issues in illness 
in general and examine the evidence that demonstrates 
the importance of these issues in diabetes. 

(Am J Psychiatry 1990; 147:1275—1282) 


he role of psychosocial factors in diabetes mellitus 

has long been a controversial topic. Investigators 

at one extreme believe in a causal role of psychosocial 
factors even in the onset of illness, and those at the 
other extreme believe that psychosocial factors play a 
minimal role in comparison to physical management 
of the illness. Individual patients often ascribe a very 
major role to emotional status (1), but demonstrating 
this role in well-controlled studies has been quite dif- 
ficult. There has been an unfortunate tendency in some 
medical circles to minimize psychological factors, thus 
depriving patients of a comprehensive approach to 
their problems. In this paper, we will review from sev- 
eral different perspectives evidence that points to a 
very vital role for emotions in the course of diabetes. 
In looking at the work that has been done, we will 
follow the outline recommended by Stevenson and 
Graham (2) and expanded by one of us (3), which 
examines evidence hori six different perspectives to 
determine the role of psychosocial factors in precipi- 
tating a disease or affecting its course. 1) Anecdotal 
case py dee and personality studies look at the influ- 
ence of psychosocial factors on the course of the dis- 
ease in individual patients. 2) Epidemiologic studies 
can demonstrate the relationship between the severity 
of the disorder and varying degrees of psychosocial 
stress experienced by different population groups. 3) 
Studies of both overall concordance rates and careful 
clinical studies of discordant pairs of twins help sort 
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out constitutional from emotional factors. 4) The 
physiological effect of artificially induced stress on sub- 
jects with the disease can be measured. 5) The effect of 
emotions on the disease process can be demonstrated 
by evaluating the effect of psychosocial interventions, 
including psychotherapy and psychoactive medica- 
tions, on the disease. 6) Basic science investigations of 
human response to stress and of animal models of the 
illness can elucidate mechanisms in a clearer way than 
can clinical studies. As we will show, all of these ap- 
proaches have been used to gain a better understand- 
ing of how psychosocial factors play an etiological role 
in the course of diabetes mellitus. 


ANECDOTAL CASE REPORTS 


Anecdotal case reports abound in the literature as 
well as in most of our practices.'Menninger (4) de- 
scribed a number of patients who developed glycosuria 
during a period of emotional upheaval, which remitted 
with psychotherapeutic treatment. Hinkle et al. (5, 6) 
closely followed a number of patients with either in- 
sulin-dependent or non-insulin-dependent diabetes and 
found a close link between psychosocial stressors and 
the onset and course of illness. A more recent report 
(7) described the development of transient non-insulin- 
dependent diabetes in a Korean physician in the course 
of his immigration to the United States. Psychological 
issues for this individual included culture shock com- 
pounded by marked distress regarding separation from 
his family. Although there are many dramatic reports, 
this evidence is criticized as too uncontrolled to dem- 
onstrate the etiological role of psychosocial factors in 
the course of disease. 


PERSONALITY FACTORS 


As a corollary of the individual case studies, inves- 
tigators have asked if there are particular personality 
factors that affect the onset or course of illness. This 
approach was described by Florence Dunbar et al. (8) 
in 1936 and Franz Alexander (9) in 1950. They looked 
for particular personality types or unconscious con- 
flicts in patients with given illnesses. In diabetic pa- 
tients they found a preoccupation with oral issues. The 
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problem with such studies is that the investigators typ- 
ically fail to differentiate the effects of the disease itself 
from preexisting characteristics. Clearly, some of the 
personality attributes could be an effect of genetic char- 
acteristics of diabetic patients or an outcome of months 
and years of experience with a disabling illness. 

A more illuminating approach to personality char- 
acteristics was that of Stabler et al. (10), who studied 
the effect of type A versus type B personality charac- 
teristics on the disease process in diabetic children. 
Through the children’s responses to video games, the 
experimenters were able to identify diabetic children as 
having characteristics of type A or type B personality. 
They found that children with type A personalities had 
a hyperglycemic response to stress that was not present 
in the children with type B personalities. Such results 
strongly suggest that an individual’s personality char- 
acteristics can affect glucose regulation. 

Other studies (11—13) have focused on ego develop- 
ment or particular personality traits, such as self-es- 
teem and locus of control, and have found positive 
correlations with these traits and control of the illness. 
Related to personality studies are studies of the prev- 
alence of psychiatric diagnoses in diabetic patients. 
Popkin et al. (14) studied 75 patients undergoing eval- 
uation for pancreatic transplantation and found one or 
more psychiatric diagnoses in half of the patients and 
a lifetime prevalence of major depression in one-quar- 
ter. Although earlier claims about the existence of 
a diabetic personality have not been corroborated, 
personality characteristics are clearly important, and 
psychiatric disorders are underdiagnosed in diabetic 
patients. 


EPIDEMIOLOGIC STUDIES 


Epidemiologic studies of psychosocial stress in the 
pathogenesis of disease typically look at the impor- 
tance of psychosocial variables by studying the associ- 
ation of these variables with the disease process in dif- 
ferent groups of patients. They ask, To what extent do 
we find a greater number of psychosocial stresses such 
as losses or disturbed family situations preceding the 
onset of diabetes? How do those patients with psychi- 
atric symptoms deal with the disease in comparison 
with those who do not have such symptoms? What are 
the psychosocial correlates of good versus poor control 
of the illness? 

Early researchers (15, 16) found a correlation be- 
tween stressful life events, particularly losses, and on- 
set of diabetes, but the studies did not provide ade- 
quate controls. Stein and Charles (17) attempted a 
more controlled study by comparing 38 diabetic ado- 
lescents matched with 38 patients with other chronic 
illnesses and found a predominance of parental loss 
and severe family disturbance in the diabetic group; 
77% of these losses preceded the onset of diabetes. 
Robinson and Fuller (18) examined the role of stressful 
life events in the onset of diabetes by comparing dia- 
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betic patients with their siblings and with neighbor- 
hood matched control subjects and found much 
greater numbers of stressful life events in the patients 
than in the two control groups. Although studies of life 
events are subject to recall bias and problems with 
weighing the importance of a stress, they have pro- 
vided evidence suggesting a role for emotional factors 
in the onset of diabetes. 

More recent studies evaluating the relationship be- 
tween psychosocial factors and control of diabetes 
have benefited from the ability to measure glycosylated 
hemoglobin, which provides an objective measure of 
diabetic control over the previous 4—6 weeks (19). Ina 
study designed to examine the relationship between 
psychiatric problems and such control, Lustman et al. 
(20) used a structured interview and the Hopkins 
Symptom Checklist to determine the prevalence of psy- 
chiatric diagnoses to study 114 randomly selected di- 
abetic patients. They compared these data with data 
on diabetic control as measured by glycosylated hemo- 
globin and found significantly worse diabetic control 
in patients who had a history of psychiatric illness than 
in those who had none (glycosylated hemoglobin val- 
ues of 9.6% versus 10.5%; a value greater than 10% 
is indicative of poor control). Although a clear conclu- 
sion from this study is that psychiatric symptoms are 
correlated with poorer control, the possible explana- 
tions are numerous: psychiatric problems lead physio- 
logically to poorer control, psychiatrically disturbed 
patients exhibit poor compliance, or the psychiatric 
symptoms result from poor diabetic control directly or 
as an effect of the physiology of poor control. Al- 
though the study of Lustman et al. cannot definitively 
establish which of these possibilities are true, the fact 
that psychiatric illness preceded recognition of diabe- 
tes in 94% of the 34 psychiatrically ill patients studied 
makes it unlikely that the findings were merely a result 
of the subjects’ having the illness. 

Another study correlating emotional factors with di- 
abetic control as indicated by glycosylated hemoglobin 
is that of Peyrot and McMurry (21). They studied 20 
insulin-dependent adult diabetic patients and their 
spouses through interviews and questionnaires admin- 
istered in their homes. Peyrot and McMurry found 
significant differences between patients in good and 
poor control on a number of psychological dimensions, 
leading them to conclude that psychological adjust- 
ment “affects control through both behavioral and 
psychophysiological mechanisms” (p. 553). Schwartz 
et al. (22) found that recent life events in 19 diabetic 
patients were correlated with poorer control as meas- 
ured by glycosylated hemoglobin; interestingly, good 
social support was found to buffer this effect somewhat. 

There are many studies exploring the importance of 
psychosocial variables in diabetes in children and ad- 
olescents. Johnson (23) provided a comprehensive re- 
view of studies up to 1979 and an excellent discussion 
of their methodological limitations. A particularly 
comprehensive study by Fallstrom (24) included all the 
diabetic children in a Swedish community. These chil- 
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dren and a group of nondiabetic control children were 
studied with interviews, psychological testing, and 
EEGs. The diabetic children showed more body image 
abnormalities, more problems with school and peers, 
and a higher percentage of neurological findings. 

Swift et al. (25) studied 50 juvenile diabetic patients 
and 50 individually matched control subjects and 
found significantly more psychopathology in the dia- 
betic patients. Simonds (26, 27) studied 40 diabetic 
boys in good control and compared them with 40 boys 
in poor control and 40 subjects without diabetes. Al- 
though he found correlations between psychological 
distress and poorer glucose control, here again it was 
not possible to conclude whether the psychological dis- 
tress was a cause or effect of the poor control. Another 
study by Simonds et al. (28) failed to show a correla- 
tion between psychological variables and glycosylated 
hemoglobin levels, but this study depended largely on 
self-report scales, a method that is subject to the mo- 
tivation and honesty of the subjects. 

Grey et al. (29) administered a number of psycho- 
logical scales to:20 latency-aged diabetic patients in 
their homes. Fifty-five percent of these patients fell into 
the category of moderate to severe psychosocial mal- 
adjustment according to the authors’ measures, and 
when they compared these children with diabetic pa- 
tients who appeared not to be disturbed, they found 
that the 24-hour urine glucose excretion of the dis- 
turbed children was two to three times higher. Another 
interesting finding in this study is that higher self-es- 
teem in the parents correlated very strongly with good 
diabetic control in their children. Bobrow et al. (30) 
studied 50 adolescent girls with insulin-dependent di- 
abetes and their mothers and found a correlation be- 
tween conflict in the mother-daughter dyad and poor 
adherence to the medical regimen. Many researchers 
(21, 25, 27) have found that adolescent girls have more 
difficulty maintaining diabetic control than other 
groups, as evidenced by glycosylated hemoglobin. It 
may be that the earlier maturation of girls plus the 
special conflicts in the mother-daughter relationship 
sensitizes them to issues related to their illness. It has 
also been speculated that physiological changes asso- 
ciated with puberty may result in poorer diabetic con- 
trol. 

Many of the studies cited have shown a relationship 
between psychological variables and metabolic con- 
trol, but they have not been able to differentiate 
whether their findings indicate that underlying psycho- 
social problems have a causal role or that these prob- 
lems are simply effects of varying levels of severity of 
the illness. They have also not been able to determine 
whether, if there is a causal relationship, the linkage 
occurs through compliance or some unspecified neu- 
roendocrine effect. In a more recent study, Jacobson et 
al. (31) studied 57 children with recent onset of dia- 
betes. These investigators applied measures of person- 
ality variables and compliance and followed the chil- 
dren for 18 months. They found that “initial patient 
reports of self-esteem, perceived competence, social 
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functioning, behavioral symptoms and adjustment to 
diabetes predicted subsequent compliance behaviors.” 
The fact that psychological factors detected at the out- 
set of the disease predicted compliance in these pa- 
tients provides stronger evidence for the causal role of 
these factors. 

In a well-controlled study, Delamater et al. (32) 
studied groups of diabetic adolescents in good, fair, or 
poor control to determine whether measures of anxi- 
ety, stress, and means of coping with stress varied 
among the groups. Subjects were matched for age, dis- 
ease duration, and socioeconomic status, and their lev- 
els of control were determined by glycosylated hemo- 
globin measurements. Delamater et al. found that the 
subjects in good control reported more academic stress 
and the subjects in poor contro] reported more stress 
related to diabetes. What was particularly important 
was their finding that the subjects’ modes of dealing 
with stress were quite different: those in poor control 
used significantly more wishful thinking and avoidance 
than those in better control. These authors did not find 
a relationship between stress and metabolic control, 
perhaps because the scales they used were unable to 
detect some of the disease-related stress of diabetic 
adolescents. | 

Although many studies have shown a link between 
stress and metabolic control, for the most part it has 
not been possible to show whether stress affects met- 
abolic conzrol directly or exerts. its effect by influencing 
compliance. In a study designed to investigate this 
question, Hanson et al. (33) obtained extensive meas- 
ures of metabolic control, compliance behaviors, 
stress, social competence, and parental support for 104 
adolescents with insulin-dependent diabetes and their 
mothers. Using multiple regression analysis, Hanson et 
al. found that stress had a direct effect on metabolic 
control when the effect of compliance was controlled. 
They also found that the effect of stress was greatly 
buffered by social competence; subjects scoring high 
on social competence had minimal changes in glycosy- 
lated hemoglobin in response to stress, but those with 
low social competence had marked worsening of val- 
ues. These results also highlight the complexity of de- 
tecting the effect of stress on diabetes; if Hanson et al. 
had not had the number of subjects they did and had 
not separated patients according to social competence, 
their findings would have been far less significant. Linn 
et al. (34) have also shown that stress affects glycemic 
control apart from its effect on compliance in a longi- 
tudinal study of the effect of stressful life events on 
immune functioning in 20 patients with insulin-depen- 
dent diabetes, 20 patients with non-insulin-dependent 
diabetes, and 20 healthy control subjects. 

Studies of patients with brittle diabetes typically 
demonstrate a close link between psychosocial factors 
and diabetic control. Orr et al. (35) studied 15 adoles- 
cents with poorly controlled diabetes and found a high 
incidence of family problems and psychosocial prob- 
lems, including excessive school absence, depression, 
and social isolation. They also found surreptitious in- 
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sulin administration (36) in six of these patients, typ- 
ically in the context of psychiatric problems such as 
depression; two of the patients used insulin in suicide 
attempts. In another study of 33 patients with brittle 
diabetes, Gill et al. (37) attributed poor control to psy- 
chological reasons in one-third of the patients; one 
patient was found to have factitious hypoglycemia. 
Half of the patients in whom no reason for brittle 
diabetes could initially be found were later found to be 
interfering in some way with their diabetic treatment. 

In a study of 30 patients, Schade et al. (38) found 
that eight had factitious disease, eight were malinger- 
ing, and seven had communicative disorders, deficits in 
information processing that became apparent only af- 
ter extensive psycholinguistic testing. White et al. (39) 
retrospectively studied 30 children and adolescents 
with unstable diabetes and their families and con- 
cluded that most of the instability was not from inter- 
current illness but from emotional stress, sometimes 
working synergistically with poor compliance in fam- 
ilies with limited problem-solving skills. 

To summarize the findings of epidemiologic studies 
and other group comparisons, correlations have long 
been found between psychosocial variables and dia- 
betic control, but earlier studies were less able to sep- 
arate cause and effect. As studies have become larger 
and better controlled, they point more clearly to an 
etiological role for psychosocial variables in the illness, 
not only through impaired compliance to treatment 
regimens but also as a more direct neuroendocrine ef- 
fect of stress. 


TWIN STUDIES 


Studies of twins discordant for a specific disorder 
may help to discover environmental factors that affect 
disease onset and degree of morbidity. Barnett et al. 
(40) studied 200 pairs of twins with diabetes and 
found concordance rates of 54% in twins with insulin- 
dependent diabetes and 91% in twins with non-insu- 
lin-dependent diabetes. From these and other studies, 
it is clear that genetic factors play a very strong role in 
onset of non-insulin-dependent diabetes but a lesser 
role in insulin-dependent diabetes. Another fact re- 
vealed by the study of Barnett et al. was that in middle 
life (ages 20 to 39 years), most of the pairs discordant 
for insulin-dependent diabetes lived apart, whereas 
only half of the concordant pairs did, suggesting the 
possibility of a shared environmental factor. Srikanta 
et al. (41) studied sets of twins initially discordant for 
diabetes. One of the initially nondiabetic twins devel- 
oped islet cell antibodies 5 years before the onset of 
diabetes, suggesting that precipitating factors of the 
illness can precede the onset of illness by many years. 
Heaton et al. (42) studied the identical twins of 10 
patients with insulin-dependent diabetes who had not 
developed the disease for more than 11 years and thus 
were unlikely to develop diabetes. These subjects had 
normal glucose tolerance but greater insulin secretion, 
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suggesting dysfunction of the beta cells of the pancreas 
that did not lead to clinical diabetes. We wonder what 
factors led to different outcomes in these identical 
twins. 

Unfortunately, none of the major studies of twins 
discussed the possible role of psychological factors in 
the discordance. A report by Loeb et al. (43) provided 
biographical data about one pair of identical twins 
discordant for non-insulin-dependent diabetes. One 
twin developed diabetes and major depression late in 
life, but the other developed coronary disease and anx- 
iety. Differences in their psychological coping mecha- 
nisms could be traced to early life experiences; the 
diabetic twin tended to be more compulsive and de- 
pression-prone whereas the nondiabetic twin tended to 
repress his anxieties and deal with stress by activity. 
This study of the interaction of developmental factors 
with subsequent expression of disease in individuals 
with identical genetic makeup provides fascinating ma- 
terial for consideration of the mind-body interaction. 
Its significance regarding discordant twins is limited, 
however, since the fact that there was apparently no 
follow-up and no glucose tolerance testing of the dis- 
cordant twin suggests the possibility that the pair will 
not remain discordant. More psychiatric studies of dis- 
cordant twin pairs would be useful to examine the role 
of psychosocial factors in the pathogenesis of disease. 


ARTIFICIALLY INDUCED STRESS 


To have a more controlled situation than is possible 
in the type of studies already described, researchers 
have used artificially induced stress to assess the effect 
of stress on glucose regulation. Hinkle et al. (6, 44, 
45), early researchers in this area, induced stress in 
some of their patients and found changes i in their blood 
ketone levels that remitted when the stress was re- 
moved. Vandenbergh et al. (46) studied the effect of 
hypnotically induced stress on six diabetic patients, 
four with brittle diabetes and two with mature-onset 
diabetes. When patients were submitted to personal- 
ized stress under hypnosis, there was an increase in free 
fatty acids but no increase in serum glucose. It seems 
likely that the effect of the hypnosis itself probably 
outweighed any possible hyperglycemic effect of stress. 

In a more recent study, Kemmer et al. (47) tested 
whether stress would affect glucose control in patients 
with insulin-dependent diabetes. Using the experimen- 
tally induced stresses of public speaking and mental 
arithmetic and measuring changes in the counterregu- 
latory hormones, Kemmer et al. found that this short- 
lived stress raised cortisol levels but did not lead to 
changes in levels of glucose, ketones, free fatty acids, 
glucagon, or growth hormone (GH). Although some 
physicians have been tempted to make far-reaching 
conclusions from this study, all that was proved, as the 
authors stated, was that short-lived experimentally 
produced stress does not affect glucose control in pa- 
tients with insulin-dependent diabetes. The type of 
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emotional stress that has typically been correlated with 
poor control is more chronic and much more person- 
ally meaningful (e.g., being told of impending blind- 
ness). Studies of artificially induced stress have limited 
utility in understanding the impact of psychosocial fac- 
tors on diabetic patients. 


PSYCHOSOCIAL INTERVENTIONS 


Studies of the effects of psychosocial interventions 
include the effects of ECT, psychotropic medications, 
and various forms of psychotherapy, including relax- 
ation, biofeedback, and family therapy. ECT has been 
shown to lower blood glucose in some depressed dia- 
betic patients (48), perhaps by its action on reducing 
the elevated ACTH and cortisol levels found in depres- 
sion. This finding is consistent with other reports sug- 
gesting that diabetic control worsens with depression 
and improves with antidepressant treatment (49). 

There are several reports that individual psychother- 
apy with diabetic patients has a favorable effect on 
control. One of us (50) described a successful psycho- 
therapeutic intervention for a 43-year-old woman with 
insulin-resistant diabetes requiring more than 300 units 
of insulin per day. After a 2-week course of psycho- 
therapy conducted on a clinical research unit focusing 
on the patient’s concern about her daughter’s ill 
health, she returned to her previous requirement of 30 
units of insulin per day. Several others (35, 51, 52) 
have reported successful use of individual psychother- 
apy for patients with recurrent ketoacidosis. Group 
therapy has a particularly important place in providing 
peer support in work with adolescents, who tradition- 
ally show deteriorating compliance. Warren-Boulton 
et al. ($3) reported on one such group and found im- 
provement in the individual patient’s compliance and 
glycemic control over an 18-month period. 

Physiological observations in patients with ketoaci- 
dosis have shown major elevations in plasma gluco- 
corticoids, GH, and glucagon concentrations as well as 
in urinary excretion of epinephrine and norepineph- 
rine (54), Many investigators feel that these counter- 
regulatory hormones play a major role in the develop- 
ment of ketoacidosis during stress, whether the stress is 
physical, such as an infection, or emotional. Applying 
the theory of the role of the sympathetic nervous sys- 
tem in diabetic ketoacidosis, Baker et al. ($5) admin- 
istered propranolol to two girls with diabetes who had 
been incapacitated with recurrent admissions for dia- 
betic ketoacidosis; the girls experienced a dramatic re- 
duction in the frequency of their hospitalizations. Bio- 
chemical studies have demonstrated that B-adrenergic 
blockade could block the increases in plasma levels of 
cortisol, GH, free fatty acids, and urinary catechol- 
amine excretion otherwise seen in these subjects under 
stress. Baker’s group was working together with 
Minuchin, and, ultimately, family therapy replaced the 
use of adrenergic blockade. 

Minuchin et al. (56, 57) used therapy with the fam- 
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ilies of diabetic children who were recurrently hospi- 
talized with ketoacidosis. They found a subset of these 
patients with numerous admissions that could not be 
explained on the basis of either infection or poor com- 
pliance who were easily controlled when living away 
from their home environment. They described these 
patients as “psychosomatic” diabetic patients whose 
poor control related to a particular family constella- 
tion involving enmeshment, rigidity, and lack of con- 
flict resolution. With family therapy, Minuchin et al. 
were able to eliminate the need for repeated hospital- 
izations in these patients. Critics ($8) charged that 
Minuchin’s group failed to take into account the fam- 
ily disruption caused by unstable diabetes, to which 
Rosman and Baker (59) replied that the psychosomatic 
family as they described it is not just lacking in ade- 
quate education or support but is experiencing a pro- 
cess that promotes continuation of the illness. Al- 
though the work of Minuchin et al. would be enhanced 
by larger numbers of patients and better controls, it is 
an important contribution to understanding the im- 
pact of family dynamics on neuroendocrine control of 
the disease process. 

Given the clinical data suggesting an association be- 
tween stress and loss of diabetic control, one would 
naturally consider testing the effects of stress-reduction 
techniques, including hypnosis and biofeedback, on 
disease control. Studies of the effects of stress-reduc- 
tion techniques (e.g., progressive muscle relaxation 
and electromyographic biofeedback) in diabetic pa- 
tients have yielded some conflicting results. Lammers 
et al. (60) found a positive effect of progressive muscle 
relaxation in weekly sessions in two out of four out- 
patients with insulin-dependent diabetes told to prac- 
tice daily on their own. Landis et al. (61) demonstrated 
a clinically meaningful decrease in serum glucose levels 
in four of five patients with insulin-dependent diabetes 
initially in good control. Feinglos et al. (62) found no 
improvement in glucose control in response to relax- 
ation therapy in a group of 10 patients with insulin- 
dependent diabetes who were chosen for poor control 
and a history of emotional stress affecting their glucose 
control. The same group (63) found a significant im- 
provement in glutose tolerance in 12 patients with 
non-insulin-dependent diabetes in response to relax- 
ation therapy. It would appear from these studies that 
behavioral stress reduction techniques improve dia- 
betic control in certain patients but not in others. The 
fact that psychosocial interventions can significantly 
ameliorate glycemic control in some patients provides 
further evidence of the role of psychosocial factors in 
the disease process. ` 


BASIC SCIENCE INVESTIGATIONS 


Although an extensive description of the possible 
physiological underpinnings of the CNS control of glu- 
cose regulation is beyond the scope of this paper, we 
will outline several of the areas that are important in 
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the psychophysiological process. Schade and Eaton 
(64) conducted a study to determine the role of the 
counterregulatory hormones in causing metabolic de- 
compensation in patients with insulin-dependent dia- 
betes. The subjects underwent pyrogen stress under 
conditions that assured adequate insulin levels. Ele- 
vated serum levels of glucagon, cortisol, catechol- 
amines, and GH were documented, as were subsequent 
increases tn ketone bodies and blood glucose over the 
control period. This study helps to support the hypoth- 
esis that stress alone, without omission of insulin, can 
lead to ketoacidosis. 

Current theories of the autoimmune basis of insulin- 
dependent diabetes (65) suggest that the CNS has an 
important role through its influence on the immune 
system (66). Somatostatin, which is found throughout 
the nervous system, counteracts the effects of GH and 
inhibits glucagon release by the pancreas (67). This 
process may well be another important link in the ef- 
fect of stress on diabetes. 

There is some evidence that non-insulin-dependent 
diabetes is a result of an inherited sensitivity to en- 
kephalin, a neurotransmitter that can be affected by 
stress. Pyke (68) described this hypothesis in connec- 
tion with Claude Bernard’s studies of piqûre diabetes 
more than a century ago; Bernard produced temporary 
diabetes in laboratory animals by producing lesions in 
the floor of the fourth ventricle. Siever and Davis (69) 
hypothesized that non-insulin-dependent diabetes is a 
disease of dysregulation of neurotransmitter systems, 
analogous to depression. 

Animal studies shed further light on the interaction 
of behavioral and environmental issues with glucose 
control by permitting the use of controls that are more 
difficult to employ with human subjects. Eigler et al. 
(70) studied the physiological response of dogs to in- 
fusions of physiological doses of glucagon, epineph- 
rine, and cortisol, measuring the resulting levels of glu- 
cose and insulin. They found a synergistic response 
among these hormones; a combination of any two 
yielded a rise in plasma glucose up to three times as 
high as the response to the use of one of the hormones 
singly. They also found that pretreatment with meth- 
ylprednisolone yielded a much greater response to the 
counterregulatory hormones. Fujimoto et al. (71) stud- 
ied the adrenergic mechanisms in the hyperglycemia of 
genetically diabetic mice and found that these mice had 
an accentuated response to epinephrine stimulation 
which could be blocked by propranolol. These findings 
suggest a parallel with the hyperglycemic response seen 
clinically when a patient is under emotional stress. 

In an experiment showing the effect of environment, 
Ader et al. (72) studied the effect of different housing 
conditions on the diabetic response of rats to a dose of 
alloxan and found that rats raised in groups were more 
susceptible to the hyperglycemic response than those 
raised alone. This study suggests that there is a differ- 
ential response in animals with identical genetic sus- 
ceptibility on the basis of psychosocial factors. Single 
versus group housing conditions have been shown to 
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have a profound impact on the pituitary-adrenal axis 
in rodents. 

Surwit et al. (73) did some interesting conditioning 
studies in which they compared the glucose response to 
stress of obese versus lean mice. Obese rats had an 
exaggerated response to stress that could be amelio- 
rated considerably by treatment with the benzodiaze- 
pine alprazolam. Surwit et al. (74) also demonstrated 
the conditioning of the hyperglycemic response in 
these mice by pairing stress with a metronome and 
then producing hyperglycemia with the metronome 
alone (the conditioned stimulus). These studies dem- 
onstrate the importance of stress in the development of 
a diabetic pattern in genetically predisposed mice. Sur- 
wit et al. also showed that a benzodiazepine can mod- 
ify this response, either by the physiological effect of 
chemical stress reduction or by some direct action of 
benzodiazepines on insulin secretion. The fact that a 
physiological response can be conditioned suggests the 
possibility of psychosocial cues serving as a stimulus 
for hyperglycemia. These studies in animals provide 
further understanding of the role of psychosocial var- 
iables in this disease, although caution must be exer- 
cised in extrapolating conclusions to human beings. 
Barglow et al. (75) provided a detailed review and cri- 
tique regarding the effect of stress on metabolic control 
in diabetes. 


CONCLUSIONS 


We have provided an overview of six different re- 
search approaches that provide evidence for an impor- 
tant role of psychosocial factors in the precipitation 
and course of diabetes mellitus. The conflicting results 
that have been obtained by the investigators are a trib- 
ute to the difficulty of unraveling the effects of the 
disease on psychosocial factors from the effects of psy- 
chosocial factors on the disease; they demonstrate the 
danger of an overreliance on only one or two research 
approaches. Good psychosocial research requires close 
attention to how stress is defined, how the patient’s 
clinical history is elicited, and the control subjects se- 
lected. The preponderance of evidence described here 
supports a very important place for psychosocial fac- 
tors in diabetic control. The role of psychosocial fac- 
tors in disease onset still remains controversial; long- 
term prospective studies of individuals at high risk for 
the disease are needed to provide conclusive evidence. 

For the primary care physician, the results of the 
studies cited point out the need for careful attention to 
psychosocial factors in the precipitation of the initial 
onset of diabetes, the precipitation of episodes of ke- 
toacidosis, and the management of the diabetic patient 
in poor control. The primary care physician needs to 
consider attention to dietary indiscretion and poor 
compliance with the use of insulin. In addition, the 
physician must undertake a search for evidence of psy- 
chosocial upheaval and, if this is found, attempt to 
provide appropriate intervention, possibly through in- 
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dividual or group psychotherapy or other stress-reduc- 
tion techniques. Assisting the diabetic patient to cope 
with the death of a loved one or with marital disrup- 
tion may help avoid hospitalizations or other difficul- 
ties. The physician may chose to undertake the psy- 
chosocial intervention directly or may decide to refer 
the patient for this aspect of care. 

For the psychiatrist, the findings cited suggest some 
useful approaches. For example, in working with dia- 
betic patients who have been referred for depression or 
other problems, the psychiatrist may be the first to 
discover a connection between disturbed interpersonal 
relationships and poor diabetic control. The psychia- 
trist then has the opportunity not only to intervene 
appropriately but also to call the primary care physi- 
cian’s attention to a possible causal connection be- 
tween the patient’s dysphoria and poor control of the 
patient’s diabetes. 

For researchers, there are several important needs. 
The presence of only one psychiatric investigation of a 
discordant twin pair in view of the substantial num- 
bers of discordant twin pairs that apparently exist sug- 
gests a promising area for the clinical investigator. 
Find the discordant twins, document their monozygos- 
ity, and then undertake careful life history studies to 
determine what psychosocial differences, if any, might 
account for the different experiences with diabetes 
mellitus. 

Perhaps our greatest need is for better controlled 
clinical trials of psychosocial forms of intervention in 
patients with diabetes mellitus. Studies of the role of 
psychotherapy in the management of chronic ulcer- 
ative colitis helped to provide convincing corrobora- 
tion of many clinical observations of the management 
of individual cases (76). The work of Spiegel et al. (77) 
in demonstrating the favorable effect of group psycho- 
therapy on the survival rate of patients with breast 
cancer points out an effective way of efficiently man- 
aging treatment resources with a sufficiently large sam- 
ple of patients to draw meaningful conclusions. These 
approaches need to be used with groups of diabetic 
patients. 
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Is Locked Seclusion Necessary for Children 
Under the Age of 14? 


Terri Antoinette, R.N.C., Satish Iyengar, Ph.D., and Joaquim Puig-Antich, M.D. 


A retrospective study of the effect of the implemen- 
tation of an unlocked seclusion policy was conducted 
on three child psychiatric inpatient units in a state hos- 
pital in Pennsylvania. Unlocked seclusion was associ- 
ated with 1) increased use of tranquilizing medications 
administered as needed on all three units, 2) increased 
clustering of medications, administered as needed, in 
the units that used seclusion most, 3) diverse changes 
in the three units regarding frequency and clustering of 
unlocked seclusion, and 4) increased correlations be- 
tween medications administered as needed and seclu- 
sion, particularly in the more behaviorally disturbed 
children. These findings suggest that locked seclusion 
may be a necessary therapeutic intervention, particu- 
larly with severely disturbed children with serious con- 
duct and impulsive disorders. 

(Am J Psychiatry 1990; 147:1283-1289) 


he use of seclusion in inpatient child psychiatric 

facilities remains a complex, controversial, and 
often misunderstood issue. Gutheil clearly expressed 
the problems: “Seclusion has been popularly linked to 
solitary confinement or ‘punishment’ in a behavior 
modification paradigm. There are two major sources 
for this view: seeing seclusion out of context as merely 
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a locked door curtailing freedom, and lack of famil- 
iarity with the rationale behind seclusion as a treat- 
ment modality, so that one loses sight of its therapeutic 
purpose” (1). 

Several studies have reported on the uses of seclu- 
sion in adult psychiatric settings (2—4); however, there 
are few empirical studies on the use of seclusion with 
children under the age of 14. The APA Task Force 
Report on Seclusion and Restraint noted that “‘indica- 
tions and procedures for use of seclusion in children 
are generally identical with those for adults, however 
much this may surprise the uninitiated. Even seven to 
ten year old children may require as many as five 
adults to safely manage them when they are violently 
out of control” (5). . 

In Pennsylvania, locked seclusion of children under 
14 years of age is currently prohibited by Department 
of Public Welfare regulation 8488.3.5 (6). This regu- 
lation was enforced in January 1987, at which time 
locking mechanisms were removed from seclusion 
room doors on the inpatient children’s unit at May- 
view State Hospital. This retrospective study attempts 
to examine the clinical impact of the removal of locks 
from the seclusion room doors. 


METHOD 
Clinical Setting 


The Children’s Psychiatric Treatment Center at 
Mayview State Hospital is a 32-bed unit designed to 
provide intensive inpatient psychiatric treatment for 
severely emotionally disturbed children. The center ad- 
mits patients up to the age of 13 regardless of race, sex, 
or socioeconomic status and provides comprehensive 
diagnostic assessment, individual treatment planning, 
milieu therapy, and individual, family, behavioral, and 
psychopharmacological intervention when indicated. 
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TABLE 1. Duration of Seclusion and Daily Number of Patients on Three Child Psychiatric Inpatient Units During Periods With Locked and 
| 


Unit for Older, Emotion- 
ally Disturbed Children 


. Patient N 

Duration oe 

Period (days) Mean SD 

1: Locked seclusion 86: 10.84 0.4 

2: Unlocked seclusion 86! 10.34 0.8 
3: Unlocked seclusion and | 

unit privilege behavioral 
11.00 0.0 


level system 86 
i 


At the time of the study the center was divided into 
three units that housed both boys and girls. The ad- 
mission unit, which has 11 beds, served the dual func- 
tions of admitting all patients regardless of psychiatric 
diagnosis and housing those children who continued to 
display severe oppositional and behavioral manage- 
ment problems. The unit for younger children with 
conduct disorders was a 10-bed unit that housed chil- 
dren of about ages 6—10 years with behavioral prob- 
lems in the areas of pula. distractibility, hyper- 
activity, and oppositional behaviors. The unit for 
older, emotionally disturbed children was an 11-bed 
unit for children of about ages 10—13 years who had 
demonstrated therapeutic gains in their initial treat- 
ment and were able to tolerate.a less highly structured 
milieu, 

On Jan. 3, 1987, the children’s center came into 
compliance with Department of Public Welfare regu- 
lation 8488.3.5. Locking mechanisms were removed 
from the seclusion room doors on each of the three 
units during a 2-week period of time, between Dec. 22, 
1986, and Jan. 2, 1987. Given the serious nature of the 
behavioral problems that necessitated the use of seclu- 
sion, after the locks were removed from the doors, the 
children were informed that if they opened the door of 
the seclusion room they would receive a 24-hour unit 
restriction. Four months after the locking mechanisms 
were removed, a center-wide reward-and-privilege be- 
havioral level system was instituted successively on 
each of the three units. This behavioral level system 
was implemented over a 2-month period from April 27 
to June 22, 1987, beginning with the unit for older, 
emotionally disturbed children, followed by the admis- 
sion unit on May 25, 1987, and the unit for younger 
children with conduct disorders on June 22, 1987. Be- 
fore the implementation of the center-wide reward- 
and-privilege behavioral level system, individual be- 
havior programs had been implemented and group 
expectations for activities for daily living skills estab- 
lished on each of the individual units; however, a uni- 
form system with criteria for specific rewards and priv- 
ileges was lacking. i 

Three equal periods of time were examined zor each 
of the three units (table 1). These time periods con- 
sisted of period .1—locked seclusion, period 2—un- 
locked seclusion, and period. 3—unlocked seclusion 

| 


I 


1 
i 
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Unit for Younger Children 


Admission Unit With Conduct Disorders 


Patent N ; Panent N 
Duration ——_—_—. Duration seen cies ali ee 
(days) Mean SD (days) Mean SD 
114 10.02 1.1 142 9.92 0.3 
114 9.93 0.8 142 9.12 1.0 
114 9.66 1.5 142 8.20 1.5 


with a behavioral level system. Because the behavioral 
level system was implemented successively for each of 
the three units, the actual duration of each period var- 
ied from one unit to the next. Records of the number 
of seclusions, duration of each seclusion, staff-patient 
ratio, and number of sedative medications adminis- 
tered as needed had been kept regularly in all three 
units during the periods of this study. The daily mean 
number of patients in each unit for each period is given 
in table 1. 

Throughout the study periods the clinical indica- 
tions for the use of the seclusion room remained the 
same. Seclusion was used as a therapeutic treatment 
modality to protect the patient or others from physical 
injury, to decrease the level of stimulation when a child 
was in a state of agitation, and only when less restric- 
tive measures and techniques had proven ineffective. 
The sequence of events leading to the child being 
placed in seclusion also remained consistent; it began 
with redirection and encouragement for the child to 
use a less restrictive area such as a bedroom or time- 
out bench to gain self-control and led to progressively 
more confined areas if clinically indicated. Mechanical 
restraints were never used. Staf would physically hold 
a child if necessary to protect the child either from 
self-abuse or from injuring others. 

Medications used as needed throughout the study 
included diphenhydramine, chlorpromazine, and halo- 
peridol. Indications for the use of medications as 
needed (for aggression or agitation) remained consis- 
tent throughout the study. These medications were ad- 
ministered only when less restrictive measures (i.e., 
counseling, redirection, time-out) had proven ineffec- 
tive. The decision as to the timing of the administra- 
tion of these medications varied according to the de- 
gree of agitation and aggression of the individual child. 

The admissions criteria, staff-patient ratios, nature 
of psychopathology, unit rules and routine, and length 
of stay did not change appreciably during the time for 
which the data were collected. Approximately one- 
third of the children on each unit accounted for most 
of the use of seclusion and medication administered as 
needed, and, as expected, the majority of these chil- 
dren had diagnoses of behavior disorders. The mean 
length .of stay during the study period was 14-16 
months. The administrative direction of the units did 
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TABLE 2. Number of Days With No Seclusion and Daily Number of Seclusions on Three Child Psychiatric Inpatient Units During Periods 


With Locked and Unlocked Seclusion 





Period 1: 
Locked Seclusion 


Measure and Unit % Mean SD N % 


Days with no seclusion 
Admission unit 
Younger children 
with conduct 
disorders 

Older, emotionally 
disturbed children 

Daily number of 
seclusions 
Total® 

Admission unit 

Younger children 
with conduct 
disorders 

Older, emotionally 
disturbed chil- 
dren 

On days with at 

least one 

seclusion 

Admission unit 

Younger children 
with conduct 
disorders 

Older, emotionally 
disturbed chil- 


dren 


af. 26 


61 71 48 


1.61 1.60 


0.37 0.70 


519 2.30 


2.18 1.40 


128 0.60 


Period 2: 
Unlocked Seclusion 


Mean 


2.20 


Period 3: Unlocked 

Seclusion and Unit 

Privilege Behavioral 
Level System 


% Mean 


Significance 


SD SD df 


22 


54 38 


37 43 


<0.0001 


1.90 <0.0001 


1.50 <0.0001 


2.50 17.4 2,303 <0.0001 


2.40 1.80 24.0 2,320 <0.0001 


1.30 2.06 1.40 49 2,117 0.009 


“Pairwise comparisons showed the following significant differences at the 0.05 level, with the Bonferroni correction: admission unit, all pairs; 
unit for younger children, periods 1 and 2 and periods 2 and 3; and unit for older children, periods 1 and 2 and periods 1 and 3. 
Pairwise comparisons showed the following significant differences at the 0.05 level, with the Bonferroni correction: admission unit, periods 
1 and 3 and periods 2 and 3; unit for younger children, periods 1 and 2 and periods 2 and 3; and unit for older children, periods 1 and 2 


and periods 1 and 3. 


not change during that time, and both psychopharma- 
cology and psychosocial treatments were used simi- 
larly in the three units throughout. 


Data Analyses 


We examined the following variables for each of the 
three units over each of the three periods: 1) the daily 
number of seclusions, 2) the daily total duration of 
seclusions, 3) the daily staff-patient ratio, 4) the daily 
number of medications administered as needed, 5) the 
percentage of days with no seclusions, 6) the percent- 
age of days with no medication administered as 
needed, 7) the number of seclusions on days when 
there was at least one seclusion, and 8) the number of 
medications administered as needed when there was at 
least one such administration. 

We used analysis of variance (ANOVA) to examine 
the differences within a unit across the three periods. 
We did not combine the three units in our analysis; 
rather, we report on each unit separately and compare 
the results across units. We also examined differences 
among the three pairs of periods within a unit and 
report results that were significant at the 0.05 level 
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after taking into account the Bonferroni correction. In 
the tables referred to later, we report for each unit the 
period mean and standard deviation, the results of the 
F test, along with the degrees of freedom, and the re- 
sults of the pairwise comparisons. Although we 
present the data on the percentage of days with no 
medication administered as needed and with no seclu- 
sion, we do not analyze that data by ANOVA. 

We used analysis of covariance (ANCOVA) to study 
the relationship between the staff-patient ratio and the 
main outcome measures of medications administered 
as needed and seclusion. For each unit we used the 
period as the grouping variable and the staff-patient 
ratio as the covariate. Analyses were done with BMDP 
Cf) 

We also addressed several potential concerns about 
the data. The skewness of the outcome variables could 
render the ANOVAs inaccurate. However, an exami- 
nation of the appropriate histograms and probability 
plots indicated that the degree of skewness was not 
great, and the sample sizes were large enough to sup- 
port the use of the standard analyses. In addition, we 
used log-transformed data to reduce the skewness and 
found that the conclusions mirrored those based on the 
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TABLE 3. Number of Days With No p.r.n. Medication and Dally Number of p.r.n. Medication Doses on Three Child Psychiatric Inpatient 


Units During Periods of Locked and Unlocked Seclusion 


_ Period 1: 
Locked Seclusion 


Measure and Unit N % Mean SD N % 
Days with no 
medication 
Admission unit 72 63 — — 85 75 
Younger children 
with conduct l 
disorders 125 88 — — 44 31 
Older, emotionally 
disturbed children 81 94 — — 74 86 
Daily number of p.r.n. 
administrations of 
medication 
Total* 
Admission — — 042 060 — — 
Younger children : 
with conduct 
disorders — — 013 040 — — 
Older, emotionally 
disturbed chil- 
dren = — — 007 030 — — 
On days with at 
least one adminis- 
tration of medi- 
cation i 
Admission — — 114 040 — — 
Younger children 
with conduct 
disorders — — 106 020 — — 
Older, emotionally 
disturbed chil- 
dren — — 1.20 O50 — — 


Period 2: 
Unlocked Seclusion 


Mean SD 


1.07 100 — — 066 1.10 42.2 


0.14 040 — — 028 0.60 6.6 


1.72 080 — — 224 1.80 9.0 


1.55 0.80 — — 1.68 1.10 3.2 


Period 3: Unlocked 

Seclusion and Unit 

Privilege Behavioral 
Level System 


N % Mean SD F df p 


Significance 


=s 68 60 a = 2 Se ls 


CS Swe e 


Ss 6S 9. Sa See el: 


0.0009 
2,423 <0.0001 


2,252 <0.002 


2, 114 0.0002 


2,168 0.04 


100 0.00 — — 119 050 0.9 2,35 0.42 


“Pairwise comparisons showed the following significant differences at the 0.05 level, with the Bonferroni correction: admission unit, periods 
1 and 3 and periods 2 and 3; unit for younger children, all pairs; and unit for older children, periods 1 and 3. 
airwise comparisons showed the following significant differences at the 0.05 level, with the Bonferroni correction: admission unit, periods 
1 and 2 and periods 1 and 3; unit for younger children, periods 1 and 2 and periods 1 and 3; and unit for older children, none. 


original scales. We also examined the effects of a few 
potential outliers and found that their removal did not 
affect our conclusions. 


RESULTS 
The Three Units 


The three units in the children’s center behaved in 
different ways in regard to unlocked seclusion and the 
institution of the behavioral level system; therefore, 
they will be described separately. 

Admission unit. In the admission unit the mean 
number of seclusions decreased progressively from pe- 
riod 1 to period 3 (table 2). The mean number of se- 
clusions in period 3 was less than half of that in period 
1. Correspondingly, the percentage of days with no 
seclusion increased eightfold from period 1 to period 
3. The mean number of seclusions on the days when 
there were any seclusions decreased in a fashion par- 
allel to the mean number of seclusions. 
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In contrast, the mean number of sedative medica- 
tions administered as needed in the admission unit 
more than doubled from the first period to the last 
(table 3). There was no major change in the percentage 
of days with no such medication (which was about 
70% throughout the three periods), but there was a 
nearly twofold increase in the mean number of such 
medications on the days with any such medications, 
from the first period to the last; the secorid period was 
not significantly different from the third. Therefore, on 
the days when medication was administered as needed, 
more such medication was given. 

Unit for younger children with conduct disorders. In 
this unit the mean number of seclusions did not vary 
substantially between the first and the third periods, 
but it more than doubled in the middle period. The 
percentage of days with no seclusions did not va 
substaritially between the first and third periods but 
dropped in the middle period. The mean numberof 
seclusions on the days with any, seclusioris showed lit- 
tle change between the first and the last- periods but 
increased substantially in the middle period (table 2). 
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TABLE 4. Cross-Classification of Daily Seclusion and p.r.n. Medication on Three Child Psychiatric Inpatient Units During Periods With 


Locked and Unlocked Seclusion 





Period 1: Locked Seclusion 


No p.r.n. At Least One 
Unit and Seclusion Medication p.r.n. Dose 
Admission unit 
No seclusion 3 0 
At least one se- 
clusion per day 69 42 
Younger children with 
conduct disorders 
No seclusion 37 0 
At least one se- 
clusion per day 88 17 
Older, emotionally 
disturbed children 
No seclusion 60 1 
At least one se- 
clusion per day 21 4 


In the unit for younger children with conduct disor- 
ders, the mean number of medications given as needed 
increased more than fivefold between the first and the 
third periods, while the number in the middle period 
was substantially higher. The percentage of days with 
no such medication showed corresponding changes, 
and the mean number of these medications on the days 
with any such medication showed a substantial in- 
crease from the first to the third periods {about 50%) 
again suggesting that there was a clustering of these 
medications (table 3). 

Unit for older children with emotional disorders. In 
this unit the mean number of seclusions increased from 
the first period to the last two periods by a factor of 
three, while the percentage of days with no seclusions 
decreased correspondingly. The mean number of se- 
clusions on days with any seclusions nearly doubled, 
suggesting a clustering of seclusions. 

In this unit the mean number of medications admin- 
istered as needed increased from the first to the last 
period in a progressive fashion by a factor of four, 
although the baseline level was low. The percentage of 
days with no such medication decreased somewhat 
from period 1 to period 3. The mean number of such 
medications on the days with any such medication did 
not show any change. 


Medication Administered as Needed and Seclusions 


We examined the relationship between medication 
administered as needed and seclusions within each pe- 
riod with daily data, although we should note that we 
regard this analysis as largely exploratory, since more 
detailed information than was available about the tem- 
poral proximity of each such medication and each 
seclusion within the day would be necessary to fully 
investigate this issue. Nevertheless, we first cross-clas- 
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Number of Days 
Period 3: Unlocked Seclusion 
and Unit Privilege Behavioral 
Period 2: Unlocked Seclusion Level System 
No p.r.n. At Least One No p.r.n. At Least One 
Medication p.r.n. Dose Medication p.r.o. Dose 
8 0 21 4 
77 29 47 42 
10 2 50 4 
34 96 36 52 
41 0 30 7 
33 12 35 14 


sified each day according to whether or not any seclu- 
sion occurred and whether or not any medication was 
administered as needed (table 4). In the admission unit 
and the unit for younger children with conduct disor- 
ders, there was greater concordance between the two 
during periods 2 and 3 than in the baseline period. 
However, in the unit for older, emotionally disturbed 
children this trend was actually reversed. We also com- 
puted Pearson correlations between the medications 
and seclusions for days when both occurred. These 
correlations also pointed to the same conclusions. The 
correlation between periods 1, 2, and 3 and the units 
were as follows: admission unit, 0.1, 0.3, and 0.6; unit 
for younger children, —0.1, 0.5, and 0.5; and unit for 
older children, —0.3 for period 1, 0.5 for period 3, and 
for period 2, every day with a seclusion had exactly 
one seclusion. It should be noted that the sample sizes 
for both analyses for the unit for older children were 
quite small, placing some doubt on the solidity of the 
divergent results for that unit, where the use of seclu- 
sion was low throughout. 


Staff-Patient Ratio 


A possible explanation for the period changes could 
be that the staff-patient ratio changed from one period 
to the other in particular units. The daily staff-patient 
ratio was calculated as the number of patients present 
each day divided by the combined number of staff on 
the day and afternoon shifts. It is apparent that there 
was very little variation in the staff-patient ratio across 
the three periods within each unit, even though in two 
of the units there were statistically significant differ- 
ences (table 5). Nevertheless, in order to see if the staff- 
patient ratio had an effect upon the number of medi- 
cations administered as needed or seclusions, we used 
ANCOVA. For each unit we used the period as the 
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LOCKED SECLUSION FOR CHILDREN 


TABLE 5. Daily Staff-Patient Ratio on Three Child Psychiatric Inpatient Units During Periods With Locked and Unlocked Seclusion 


Stafft-Patient Ratio 


Period 1: Period 2: 
Locked Seclusion Unlocked Seclusion 

Unit? Mean SD Mean SD 
Admission unit 1.78 0.30 L73 0.30 
Younger children 

with conduct dis- 

orders 1.85 0.30 1.68 0.30 
Older, emotionally 

disturbed children 2.03 0.30 1.97 0.30 


Period 3: Unlocked 
Seclusion and Unit 
Privilege Behavioral 


Level System Significance 


Mean SD F df p 
1.72 0.40 1.0 2, 339 O39 
1.56 0.30 327 2, 423 <0.0001 
2.17 0.30 9.7 2,252 <0.0001 


CO eee OOO e ŘŘaaaaaaaaaaaaaaaaaaaaasaaaasasasasasasasasausaususasasussssssstl— 
“Pairwise comparisons showed the following significant differences at the 0.05 level, with the Bonferroni correction: admission unit, none; unit 
for younger children, periods 1 and 3 and periods 2 and 3; and unit for older children, all pairs. 


grouping variable and the staff-patient ratio as the co- 
variate. We used a variety of outcome measures such 
as the daily number of medications administered as 
needed or of seclusions or the total daily duration 
of seclusions. In short, we found that while the period 
effect was typically highly significant, as reported 
earlier, the staff-patient ratio never had a significant 
coefficient. 


Duration of Seclusions 


The total daily duration (in minutes) of seclusion for 
all children in a unit was also analyzed with the F test 
(as before, for all days and for days in which there was 
at least one seclusion). The substantive conclusions 
from this analysis were, by and large, the same as those 
derived from the daily number of seclusions, so we 
omit a detailed discussion here. Since the durations 
were highly skewed, we also did the ANOVA after a 
natural log transformation; once again, this analysis 
yielded similar conclusions. 


Lack of Contagion Across Units 


Because of the geographical proximity of the units, 
we examined correlations among the three units on the 
common days available in the same period (86 days for 
each period). These correlations were close to zero in 
every case. 


DISCUSSION 


This retrospective study examined the clinical effects 
of the implementation of the Pennsylvania unlocked 
seclusion policy in three state hospital inpatient units 
housing children under 14 years of age. Although the 
composition of the units differed in regard to patient 
age, diagnostic mixture, and gains achieved in treat- 
ment, all units had a statistically significant increase in 
medication administered as needed from the baseline 
once the unlocked seclusion policy was implemented. 
Of particular clinical concern was the finding that after 
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the policy was implemented, on days when at least one 
such medication was administered, the mean number 
of such medications per day nearly doubled in the ad- 
mission unit and the unit for younger children with 
conduct disorders. In short, during unlocked seclusion 
the younger, more disturbed children received more 
medication administered as needed, and there was in- 
creased clustering in the daily administration of this 
medication. Consequently, the targeted children, who 
were primarily one-third of the population of each 
unit, were likely to receive a greater number of tran- 
quilizing agents, thus subjecting them to external psy- 
chopharmacological restraint and the possibility of ad- 
verse side effects. 

The temporal association between the policy imple- 
mentation and the frequency of the use of seclusion 
varied in the three units. A sustained rise in the fre- 
quency of seclusion occurred in the unit for older, 
emotionally disturbed children (which had the lowest 
baseline) and was accompanied by increased clustering 
of use of seclusion on the same days. In the unit for 
younger children with conduct disorders, there was a 
marked rise in the number and clustering of seclusions 
upon unlocking seclusion; this increase dropped to 
baseline levels at the same time that the behavioral 
program was instituted. In contrast, in the admission 
unit the frequency and clustering of seclusions de- 
creased progressively. These differences are difficult to 
interpret. It is possible that the staff of each unit han- 
dled the change quite differently. For instance, because 
unlocked seclusion requires a higher degree of staff 
attention and a lower degree of staff sense of control 
than locked seclusion, the tendency in some might 
have been to use it more often and more widely in 
some units, perhaps at a lower threshold for preventive 
purposes, while others simply discarded it as ineffec- 
tive. This interpretation receives some support from 
the fact that the implementation of the unit behavioral 
programs, which give staff both the necessary means 
and a sense of control, was associated with a decrease 
in the frequency of seclusions in the admission unit and 
the unit for younger children, both high users of locked 
seclusion at baseline. On the other hand, what the ev- 
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idence clearly suggests is that everyone at all times 
took refuge in medication administered as needed, 
regardless of their high or low use of unlocked seclu- 
sion. Furthermore, the unit behavioral programs were 
not associated with any consistent pattern of change 
regarding use of medication administered as needed. 

The pattern of increasing positive correlations be- 
tween medication administered as needed and seclu- 
sions within each period in the two high users of 
locked seclusion suggests that after seclusion was un- 
locked, when there was an overt episode of misbehav- 
ior on the unit, either it tended to affect several chil- 
dren at the same time or the staff responded in a more 
diffuse fashion or at a lower threshold or both. The 
end result was that seclusion and medication as needed 
were used at the same time, or at least on the same 
days, with an increasing number of patients in the 
units, thus contributing to a unit “contagion effect,” 
the spread of acting out behavior to other children, and 
this seriously compromised the stability of the ward mi- 
lieu. As mentioned before, in order to see if the increas- 
ing concordance of seclusion and medication adminis- 
tered as needed was actually accounted for by their 
happening not just on the same day, but also at the 
same time, an analysis of hourly data within a day would 
be necessary; however, the data were not available. 

In this retrospective study causality cannot be estab- 
lished, and this study was not designed to do so. Nev- 
ertheless, our findings provide some support for the 
hypothesis that the effect of unlocking seclusion was 
an increased use of tranquilizing medications adminis- 
tered as needed and an increased clustering of their use 
with several patients in the same day, especially in the 
more behaviorally disturbed children. Our results do 
not exclude the possibility that further improvements 
in behavioral programming and psychopharmacolog- 
ical praxis, not on an as needed basis, or an increased 
staff-patient ratio may have decreased the use of med- 
ication administered as needed. These issues need to be 
tested in prospective studies. 
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Our findings also provide some support for the pro- 
fessional perception that the judicious and appropriate 
use of locked seclusion in child psychiatric inpatients 
may be clinically sound. It is certainly preferable to the 
frequent use of tranquilizing medication or to the pa- 
tient inflicting harm. Given the findings in this study, 
we recommend that a prospective controlled study on 
the use of locked and unlocked seclusion be under- 
taken, controlling for staff-patient ratio, accuracy of 
diagnoses, adequacy of psychopharmacological inter- 
ventions, and optimal behavioral programming, so 
that the necessary uses of locked seclusion in child 
psychiatric inpatient units can be determined. Such de- 
termination should take into account the totality of the 
risk-benefit ratio for child inpatient treatment across 
several outcome measures attuned to the individual 
patient’s characteristics, staff morale and effectiveness, 
overall unit structure and function, and individual pa- 
tient outcomes. Until then, locked seclusion with 
proper safeguards and frequent observations should be 
considered a proper therapeutic intervention for se- 
verely disturbed youngsters. 
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Childhood Antecedents of Antisocial Behavior: 
Parental Alcoholism and Physical Abusiveness 


V.E. Pollock, Ph.D., John Briere, Ph. D., Lon Schneider, M.D., Joachim Knop, M.D., 
Sarnoff A. Mednick, Ph.D., Dr.Med., and Donald W. Goodwin, M.D. 


Hierarchical logistic regression was used to assess 
the independent and interactive effects of paternal al- 
coholism and physical child abuse on antisocial behav- 
ior in young adult men. Men with. alcoholic fathers 
(N=131) did not report or exhibit more antisocial be- 
havior than comparison subjects (N=70). Men with 
physical abuse histories, however, reported more ag- 
gressive and antisocial behaviors during a clinical in- 
terview and were rated by a clinical interviewer as 
more likely to act out aggression. Arrest records did 
not distinguish the groups. There was no evidence that 
paternal alcoholism and childhood victimization inter- 
acted to increase the risk of antisocial behavior. 

(Am J Psychiatry 1990; 147:1290-1293) 

| 


mong contemporary theoretical perspectives, two 

independent but potentially interactive factors 
are thought to foster the development of antisocial be- 
havior: having an alcoholic parent (1) and being 
abused as a child (2). Empirical research on the chil- 
dren of alcoholics suggests that they exhibit higher 
rates of antisocial behavior than control subjects, as 
defined by arrest rates and involvement with the police 
or the courts (3). Similarly, research on the long-term 
consequences of childhood abuse and neglect indicates 
that former abuse victims exhibit higher rates of anti- 
social behavior than control subjects, as defined by 
arrest records (4). Unfortunately, however, most stud- 
ies on the etiology of antisocial behavior have exam- 
ined either parental alcoholism or childhood victimiza- 
tion alone, rather than assessing their interaction. In 
addition, methodological problems such as biased sub- 
ject selection procedures, lack of control groups, var- 
ied operational definitions of child abuse and alcohol- 


ism, and absence of base rate information have made it 
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difficult, thus far, to disentangle the distinctive ante- 
cedents of antisocial behavior. 

The absence of data on the combined effects of paren- 
tal alcoholism and child abuse on antisocial activity may 
be due, in part, to investigator assumptions regarding the 
etiology of such behavior. There is a common belief that 
child abuse is usually associated with parental alcohol 
misuse (5, 6), despite the lack of empirical data support- 
ing this connection (7). This perspective discourages eval- 
uation of interactive effects, since child abuse is assumed 
to be a consequence of, and thus overlap substantially 
with, parental alcoholism. 

The present study was undertaken to assess the 
unique and interactive contributions of paternal alco- 
holism and history of childhood victimization to anti- 
social behaviors among young adult men. The data 
examined were acquired as part of a prospective study 
of alcoholism being conducted in Denmark. Advan- 
tages of the current study are that the subjects were not 
selected from among clinical or forensic samples and 
that clinical interview data, as well as arrest records 
and information on alcoholism treatment, were avail- 
able for analysis. 


METHOD 
Subjects 


As described previously (8, 9), all subjects were se- 
lected from a perinatal birth cohort consisting of 9,006 
consecutive births that occurred between 1959 and 
1961 at the State University Hospital in Copenhagen. 
The admission and discharge diagnoses of the 18,012 
biological parents of the subjects were screened 
through the Danish Psychiatric Register in Aarhus, 
Denmark, where all such data have been registered 
since 1916. In addition, biological fathers who had 
received treatment for or diagnoses of alcoholism 
through other Danish hospitals or clinics were identi- 
fied on the basis of a screening of the Municipal Alco- 
hol Treatment Clinic records. | 

A total of 250 sons of alcoholic fathers were iden- 
tified by this process. When we excluded those who 
had died, emigrated, or been adopted, 215 of these 
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men were available as potential subjects. The male 
comparison subjects were selected from the same peri- 
natal birth cohort such that they were each matched to 
two sons of alcoholics on the basis of age, father’s 
socioeconomic class, and mother’s age at time of birth. 
When we excluded those who had died, emigrated, or 
been adopted, 102 comparison subjects were available 
for study. 

All potential subjects were initially contacted by 
mail and were invited to participate in a follow-up 
study of the perinatal project. The follow-up study en- 
tailed 2 full days of each subject’s time and involved 
physical examinations, clinical psychiatric interviews, 
electrophysiological assessment, and neuropsycholog- 
ical evaluation. A total of 201 subjects completed the 
evaluation procedures used in this study; 131 were 
sons of alcoholic fathers, and 70 were comparison sub- 
jects. As described in detail elsewhere (8), the rate of 
attrition due to refusal to participate, illness, or other 
reasons was 39.1% (N=84) among the sons of alco- 
holics and 31.4% (N=32) among comparison sub- 
jects. The age and socioeconomic class of the sons of 
alcoholics and comparison subjects who did and did 
not participate in the study did not differ significantly. 


Procedure 


The data were acquired in 1979 and 1980, when the 
subjects were 18 to 21 years old. Data obtained in two 
separate clinical interviews and through a screening of 
the Danish National Police Register were evaluated in 
this study. 

Designation of paternal alcoholism. Subjects whose 
fathers had received treatment for or diagnoses of al- 
coholism at a Danish hospital or clinic made up the 
group categorized as having paternal alcoholism. 
Comparison subjects did not have family histories of 
alcoholism or other psychiatric disorders, according to 
registry information examined in Denmark. 

Designation of physical abuse. During a 1—3-hour 
structured interview, trained clinicians obtained infor- 
mation from all subjects regarding their families, sib- 
lings, life crises, school activities and education, mili- 
tary service, financial affairs, and hobbies. In this 
interview, all subjects were asked whether they had 
experienced any of 20 specific life crises and to indicate 
the three crises that affected them the most. The infor- 
mation elicited during this interview concerned trau- 
matic life events and stressors, such as the death of a 
family member or close friend; physical and mental 
illness, including alcohol and drug addiction in the 
family; unemployment; serious housing problems; and 
critical financial problems. 

One item in the life crisis portion of the interview 
concerned whether subjects had ever been “beaten” by 
a parent. The clinical interviewer explained that being 
beaten “didn’t just mean a slap on the face,” but, 
rather, referred to repeated episodes of violent physical 
attacks or a single violent attack that was so aggressive 
that it resulted in a fracture or other physical injury 
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that required hospital treatment. The 32 subjects who 
responded affirmatively to this question were catego- 
rized as former victims of physical abuse. Eight of 
these subjects ranked being beaten as one of the three 
most significant events in their lives, and seven re- 
ported having been placed under the care of child 
guardians. 

Evaluation of antisocial behavior. In a second, 1—2- 
hour structured clinical interview, subjects were que- 
ried about aggressive and antisocial behavior. The four 
self-report items selected from this interview were 
whether subjects 1) verbally expressed disagreement 
with others (tapping willingness to use verbal, as op- 
posed to physical, methods of negative expression), 2) 
had ever threatened to hurt someone, 3) had ever hit 
someone in a fight, and 4) had engaged in any illegal 
act for which they had not been caught. The fifth item 
selected from this interview was the clinician’s subjec- 
tive rating as to whether the subject was prone to act- 
ing out aggressive impulses. 

Criminality assessment, A screening of the Danish 
National Police Register was conducted in 1981. All 
subjects who had been apprehended by the police for 
traffic offenses, crimes of theft or financial gain, or 
sexual and violent crimes were identified. The total 
number of such apprehensions were recorded for each 
subject. For the present analysis, subjects who had 
been arrested twice or more were designated as repeat 
offenders and were compared with those who had no 
arrests or only one. 

Statistical analysis. Dependent variables that are di- 
chotomous can be analyzed by least-squares regression 
(in which case it is equivalent to a two-group discrim- 
inant analysis) or by logistic regression. When the pre- 
dictors in a regression equation satisfy normality as- 
sumptions, least-squares regression constitutes an 
appropriate analytic approach to the data, but when 
the predictor variables (i.e., paternal alcoholism, his- 
tory of abuse) are dichotomous, thus rendering the 
normality assumptions untenable, logistic regression 
constitutes an alternative analytic strategy. In logistic 
regression, the dependent variable is the logit (i.e., the 
logarithm of the odds of the dependent variable), and 
it is examined as a linear function of the independent 
variable(s) by using maximum likelihood ratios. 

Six hierarchical logistic regression analyses (10) 
were performed. The dichotomous dependent varia- 
bles in each of these analyses were the five interview 
items and the arrest record data. In each, the dichoto- 
mous paternal alcoholism variable was entered first, 
followed by the dichotomous abuse history variable, 
followed by the interaction of paternal alcoholism and 
abuse history. In the last two steps, improvement chi- 
squares (10) were calculated, providing tests of the 
hypotheses that abuse history and the interaction be- 
tween paternal alcoholism and abuse history each sig- 
nificantly improved prediction of the dependent vari- 
able beyond that of paternal alcoholism alone. This 
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TABLE 1. Hierarchical Logistic Regression Analysis Predicting Aggression and Criminal Behavior in Young Men With Alcoholic Fathers 
(N=131) and Comparison Subjects (N=70) on the Basis of Paternal Alcoholism and Physical Beatings During Childhood 


ee EEUU EE EEE yyy IS EEIESSSSUESI SSS 





Step 1: Step 2: 
Alcoholic Father History of Beatings Step 3: 
Frequency No Yes No Yes Interaction 

Variable N % N % N % yx (df=1) p N % N % x (df=1)? p x” (df=1)° p 
Usually expresses verbal 

disagreement 168 84 SS 79 113 86 1.91 n.s. 146 86 22 69 6.10 0.01 0.34 n.s. 
Has threatened to hurt 

someone 98 49 31 44 67 51 0.86 ns. 77 46 21 66 4.09 0.04 0.00 n.s. 
Has hit someone in a 

fight 141 70 45 64 96 73 1.74 ms. 114 67 27 84 3.68 0.06 4.50 0.03 
Rated as acting out 100 SO 33 47 67 51 0.29 ns. 79 47 21 66 3.73 0.05 0.70 n.s. 
Has engaged in multiple 

illegal acts 

Never caught 51 25 14 20 37 28 168 ns. 38 22 13 41 3.89 0.05 0.90 n.s. 

Arrested 45 22 16 24 29: 22 0.02 ns. 37 22 8 24 0.10 n.s. 1.15 n.s. 





“Chi-square tests at steps 2 and 3 represent the statistical significance of any improvement in prediction as a result of that variable being 


entered into the equation. 


procedure affords a liberal test of the effects of paternal 
alcoholism and a conservative test of abuse effects 
fit). 


RESULTS 


More sons of alcoholic fathers (N=24, 18%) than 
comparison subjects (N=8, 11%) reported that they 
had been physically beaten, but this difference was not 
statistically significant (y7=1.62, df=1, n.s.). Findings 
related to antisocial behavior are shown in table 1. 
Presence of an alcoholic father did not significantly 
predict any of the six antisocial variables at step 1. 
However, when paternal alcoholism was controlled, 
self-reported history of being beaten by a parent as a 
child was predictive of five of the six antisocial varia- 
bles. Subjects who reported physical abuse as children 
indicated that they were less likely to verbally express 
disagreement with another person but were more 
likely to have threatened to hurt someone and to have 
hit someone in a fight, and they more frequently re- 
ported having committed multiple illegal acts for 
which they had not been caught. In addition, the clin- 
ical interviewer rated more of these subjects as likely to 
act out aggressive impulses. Physically abused subjects 
did not, however, differ from nonabused ones in terms 
of multiple arrests. 

The interaction term permits evaluation of the joint 
impact of abuse and paternal alcoholism when the 
main effects are controlled (table 1, step 3). The inter- 
action was significant for only one of the six variables, 
that of having hit someone in a fight. Inspection of this 
interaction revealed that subjects who were abused but 
who did not have an alcoholic father were significantly 
more likely to have reported hitting someone (100%, 
N=8) than were subjects who were not abused and 
who did not have an alcoholic father (60%, N=37). In 
contrast, in cases in which the father was alcoholic, 
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abused and nonabused subjects did not differ on this 
variable (79%, N=19; 72%, N=77, respectively). 


DISCUSSION 


Although slightly more sons of alcoholic fathers re- 
ported a history of physical abuse than did comparison 
subjects, this difference was not statistically significant. 
Thus, the current data support the notion that paternal 
alcoholism and physical abusiveness toward children 
may represent relatively independent phenomena. 
Multivariate analyses indicated that men with alco- 
holic fathers did not report or exhibit more antisocial 
behavior than comparison subjects, whereas men who 
were former victims of physical abuse more frequently 
reported such behaviors, were less likely to use verbal 
expression of disagreement, and were more often rated 
as likely to act out aggressive impulses. Finally, no 
evidence was obtained that antisocial behavior was 
more likely among men with histories of physical 
abuse and alcoholic fathers than among men with his- 
tories of physical abuse alone. 

Because the subjects of this study have not yet 
passed through the entire risk period for committing 
criminal offenses, these results must be considered pre- 
liminary. In addition, the findings of this study are 
limited by the possibility that attrition in the subject 
sample could have mediated some of the between- 
group differences observed due to factors that remain 
unassessed. Similarly, no explicit methods for assessing 
the reliability of the items were included in this study, 
although the reliability of structured interviews admin- 
istered by trained clinicians is usually moderate to 
high. In spite of these limitations, the preliminary find- 
ings of this study are striking when considered in the 
context of the research literatures on alcoholism and 
child abuse. 

The results of this study are, to some extent, at vari- 
ance with recent theoretical conceptualizations of al- 
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coholism (12). Most contemporary perspectives (12) 
and empirical evidence (13, 14) indicate that many 
individuals who receive diagnoses of alcohol abuse or 
alcoholism also manifest antisocial behavior. Since 
adult children of alcoholics constitute a group at high 
risk for developing alcoholism themselves (8, 9), one 
might expect that sons of alcoholics in the present 
study would have displayed or reported more aggres- 
sive or antisocial behavior. In addition, at least some 
studies indicate that children of alcoholic parents are 
more prone to aggressive acting out (3), theoretically 
by virtue of dysfunctional family dynamics thought to 
engender anger and other negative affects (15). The 
absence of such findings in the current study suggests 
either that parental alcoholism produces less trauma or 
psychological disturbance in children than previously 
thought, perhaps especially in nonclinical/nonforensic 
groups, or that aspects of the current study (e.g., sam- 
ple size, subject’s culture, age at assessment) preclude 
definitive conclusions in this area. 


The results of the current study are, however, quite 


consistent with a growing body of empirical literature 
on the immediate and long-term effects of childhood 
physical abuse. In addition to literature indicating that 
former abuse victims may eventually become abusive 
parents themselves (16), studies of the long-term ef- 
fects of physical maltreatment suggest that adults who 
were abused as children have a greater tendency to 
commit criminal acts (2, 4), as well as to display more 
psychological symptoms (17). In addition to support- 
ing these findings, the present data indicate that it is 
not only the presence of aggressive behavior that dis- 
criminates abused subjects, but also the relative ab- 
sence of verbal expressions of disagreement, which 
suggests that such individuals may characteristical- 
ly choose physical over verbal methods of conflict 
resolution. 

Given that the current data were collected in a rel- 
atively disparate culture and were derived from a 
methodology not specifically designed to evaluate the 
effects of physical child abuse, the findings relating 
child maltreatment and subsequent antisocial behavior 
are all the more significant. They suggest, for example, 
that child abuse may have psychological impacts that, 
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to some extent, are independent of cultural context 
and may thus lead to predictable effects in widely dif- 
ferent settings. Further tests of this hypothesis require 
study of the antisocial and aggressive sequelae of phys- 
ical abuse in other non-North American cultures. The 
current findings support the appropriateness of such 
an undertaking. 
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Alcohol has widespread effects on the y-aminobu- 
tyric acid (GABA) system in the brain. This system in 
the brain is also postulated to have a role in anxiety, 
and alcoholics have been reported to have more anx- 
iety disorders. Therefore, the authors undertook a 
study to compare CSF levels of GABA in abstinent 
alcoholic patients and normal control subjects. There 
was no significant difference between groups in CSF 
levels of GABA. Also, there was no significant differ- 
ence in GABA level between alcoholic patients with 
histories of withdrawal seizures and those without 
such a history. 

(Am J Psychiatry 1990; 147: 1294-1296) 


G amma-aminobutyric acid (GABA) is an inhibi- 
tory neurotransmitter in the nervous system and 
is widely distributed in the brain (1). Alcohol has both 
presynaptic and postsynaptic effects on the central 
GABA-ergic system that:are presumed to result from 
nonspecific effects of alcohol on cell membranes (2, 3). 
Furthermore, alcohol has modulatory effects on bind- 
ing sites at the GABA-benzodiazepine-chloride iono- 
phore receptor complex, which contains a receptor for 
GABA (4—7). Alcohol has also been shown to stimu- 
late GABA receptor-mediated chloride transport in 
this complex (8, 9). 

This is of interest because benzodiazepines, used in 
alcohol withdrawal, exert their effect by binding to a 
receptor site in this complex, thereby increasing the 
affinity of GABA for the GABA, receptor (10). Thus, 
benzodiazepines increase the likelihood that GABA 
will be effective in increasing chloride ion flux through 
the channel by means of a functional coupling of the 
two receptor sites (11, 12). Of further interest is a 
report that a benzodiazepine antagonist prevents eth- 

anol-induced intoxication in rats i(13). Also, alter- 
ations of the central GABA system have been impli- 
cated in the pathophysiology of anxiety and depressive 
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disorders (14), of which there is a greater incidence 
among alcoholics (15, 16). 

There have been only two previous studies of CSF lev- 
els of GABA among alcoholic patients. Both used a non- 
specific radioreceptor assay measuring GABA-like activ- 
ity. Hawley et al. (17) found no significant difference 
between CSF levels of GABA-like activity ascertained 


_ first when 12 alcoholics were in acute alcohol with- 


drawal and then when they had recovered, an average of 
10 days later. Goldman et al. (18) reported that alcohol- 
ics without seizures had significantly higher CSF levels of 
GABA-like activity than either alcoholics with seizures or 
neurological control subjects. 

We decided to test the hypothesis that there would 
be a significant difference between alcoholic patients 
and control subjects in CSF levels of GABA. We used 
a specific ion-exchange chromatographic method to de- 
termine CSF levels of GABA itself rather than GABA- 
like activity. 


METHOD 


A consecutive series of 53 chronic alcoholic patients 
(45 men and eight women) admitted to a clinical re- 
search unit at the National Institutes of Health (NIH) 
was studied. Their mean+SD age was 40.1+11.1 
years. All of the patients met the DSM-III criteria for 
alcohol dependence and the Research Diagnostic Cri- 
teria (RDC) (19) for alcoholism. None had a major 
medical disorder, a history of severe head trauma, or 
neurologic disease. The alcoholics had not ingested al- 
cohol for at least 3 weeks before the sampling of lum- 
bar CSF. 

The alcoholics were compared on CSF levels of 
GABA with 22 normal control subjects (15 men and 
seven women) who were recruited through the normal 
volunteer office at NIH. Their mean+SD age was 
41.0+20.1 years. The CSF GABA data of 13 of these 
control subjects (all male) have been previously re- 
ported (20). The control subjects were interviewed by 
a research psychiatrist to exclude past or current psy- 
chiatric disorder. They had normal findings on physi- 
cal examination, including chest X-ray, ECG, and rou- 
tine blood tests, and had been medication free for at 
least 2 weeks before the study. All of the patients and 
control subjects followed a low-monoamine, alcohol- 
free, and caffeine-restricted diet during the study. 
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The alcoholics and control subjects underwent lum- 
bar puncture at 9:00 a.m. after having fasted since 
midnight and having remained resting in bed in the 
morning for at least 2 hours following brief bathroom 
privileges. The subjects were placed in the left lateral 
decubitus position, and 32 ml of CSF were obtained. 
The first 12 ml of CSF were collected as a pool, mixed, 
placed on ice at the bedside, and subsequently divided 
into aliquots. A further 20 ml of CSF were collected 
into separate 1-cc tubes. All aliquots were kept frozen 
at —80 °C until assay. In the week of the lumbar punc- 
ture, the Hamilton Rating Scale for Depression (21) 
was completed for all of the alcoholics; items 10 (psy- 
chic anxiety) and 11 (somatic anxiety) were summed 
to yield an anxiety subscore. 

CSF levels of GABA were determined in duplicate by 
ion-exchange chromatography coupled with fluoro- 
metric detection (22, 23). Duplicate analyses consis- 
tently exhibited variation of 5% or less. The same al- 
iquots of CSF (the 26th ml) from the alcoholics and the 
control subjects were used. CSF levels of monoamine 
metabolites were measured by using high-pressure liq- 
uid chromatography with electrochemical detection 
(24). These CSF monoamine data are examined here 
only for correlations with CSF levels of GABA. 

Because for the total group of subjects and for the 
alcoholics there was a significant negative correlation 
between CSF levels of GABA and age (r=—0.31, N= 
75, p<0.007, and r=—0.33, N=53, p<0.02, respec- 
tively), we used analysis of covariance with age as a 
covariate in the statistical analysis. Pearson’s method 
of correlation was also used, and an analysis of statis- 
tical power was performed (25). 


RESULTS 


There was no significant difference between the 53 
alcoholics and the 22 control subjects in CSF levels of 
GABA (mean+S$D=94.7+42.1 and 107.7+51.8 pmol/ 
ml, respectively; F=1.60, df=1, 72) (figure 1). The 
male and female alcoholics had similar CSF levels of 
GABA (94.9+41.9 and 93.9+46.3 pmol/ml, respec- 
tively). The male control subjects had nonsignificantly 
lower CSF levels of GABA than the female control 
subjects (102.0+42.3 and 120.0+70.3 pmol/ml, re- 
spectively; t=0.75, df=20). Two-way analysis of vari- 
ance showed no significant difference for group (F= 
1.01, df=1, 74) or sex (F=0.26, df=1, 74) and no 
significant Group by Sex interaction (F=0.49, df=1, 
74). There was no significant difference in CSF levels of 
GABA between alcoholics who did (N=7) and those 
who did not (N=35) have histories of withdrawal sei- 
zures (96.34+32.3 and 93.8+42.7 pmol/ml, respective- 
ly; F=0.2, df=1, 40). 

Among the control subjects there was a significant 
negative correlation between CSF levels of GABA 
and CSF levels of 3-methoxy-4-hydroxyphenylglycol 
(MHPG) (r=—0.45, N=22, p<0.04). Among the al- 
coholics this correlation was not significant (r=—0.09, 
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FIGURE 1. CSF Levels of GABA In Alcoholics and Control Subjects” 
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“Horizontal lines indicate means. Female subjects are indicated by 
black circles. There was no significant difference between the two 
groups of subjects. 


N=48). There were no significant correlations among 
the male alcoholics between CSF levels of GABA and 
either the total Hamilton depression score or the anx- 
iety subscore (r=0.08, N=23, and r=0.10, N=23, 
respectively). 


DISCUSSION 


In this study there was no significant difference in 
CSF levels of GABA between a large group of alcohol- 
ics and normal control subjects. However, the power 
analysis showed that with our sample size, a power of 
0.20 was achieved, suggesting that a larger sample 
would be needed to draw more than preliminary con- 
clusions from our study. 

There was a significant negative correlation between 
CSF levels of GABA and age in both the total group of 
subjects and the group of alcoholic patients. A negative 
correlation with age has also been reported in other 
CSF studies of GABA (23, 26-28). We adjusted for 
this negative age effect by analyzing all the CSF GABA 
data with age as a covariate. 

All of these alcoholic and control subjects were stud- 
ied as inpatients in the same way, on the same clinical 
research unit, and over the same period of time, and all 
were receiving a low-monoamine diet. Also, the same 
aliquots of CSF from both the alcoholics and the con- 
trol subjects were used for the quantification of CSF 
levels of GABA. The storage times of the CSF samples 
were similar for both groups (approximately 2 years). 
The CSF samples were not thawed before assay. Thus, 
many of the potential methodological problems of 
studies of CSF levels of GABA (24) were minimized 
and are unlikely to account for the lack of significant 
differences we found in the study. 

GABA-ergic neurotransmission is thought to have a 
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role in anxiety and depressive disorders as well as in 
epilepsy. In this study there was no significant corre- 
lation between CSF levels of GABA and either the total 
Hamilton depression score or the anxiety subscore. Fu- 
ture studies should use pipe ge scales more spe- 
cifically designed for recording anxiety symptoms. 
Also, there was no significant difference in CSF levels 
of GABA between alcoholics with and without histo- 
ries of withdrawal seizures. However, a larger group of 
subjects is needed to definitively address this issue. 

Among the 22 control subjects, there was a signifi- 
cant negative correlation between CSF levels of GABA 
and CSF levels of the norepinephrine metabolite 
MHPG, which we had observed earlier among 13 of 
these control subjects (20). This is interesting because 
preclinical studies have suggested that GABA may in- 
hibit central norepinephrine release (28). 

In summary, the results of this study suggest that 
central GABA-ergic systems may not show marked ab- 
normality among alcoholics studied'a few weeks after 
alcohol withdrawal. However, studies of CSF GABA 
among alcoholics both when they .are drinking and 
when they are in acute alcohol withdrawal are yet to 
be conducted. 
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Cognitive Effects of Corticosteroids 


Owen M. Wolkowitz, M.D., Victor I. Reus, M.D., Herbert Weingartner, Ph.D., 
Karen Thompson, B.S., Alan Breier, M.D., Allen Doran, M.D., David Rubinow, M.D., 
and David Pickar, M.D. 


In three independent studies with different designs 
and groups of subjects, the authors found that 1) de- 
pressed patients who did not suppress cortisol when 
given dexamethasone (compared to suppressors and 
normal control subjects), 2) healthy volunteers given a 
single 1-mg dose of dexamethasone (compared to 
those given placebo), and 3) healthy volunteers given 
80 mg/day of prednisone for 5 days (compared to 
those given placebo) all made significantly more errors 
of commission in verbal memory tasks, with no sig- 
nificant change in their rates of errors of omission. 
These findings raise the possibility of specific cortico- 
steroid-related cognitive impairments. 

(Am J Psychiatry 1990; 147:1297—1303) 


E xcessive circulating levels of endogenous and ex- 
ogenous corticosteroids are frequently associated 
with cognitive impairment (1, 2). For example, pa- 
tients with Cushing’s syndrome and medically ill 
patients treated with exogenous corticosteroids fre- 
quently develop difficulties with attention, concentra- 
tion, and memory (3—9). Starkman and Schteingart (3) 
conducted semistructured interviews with 35 patients 
with Cushing’s syndrome and found that 66% had 
difficulty in concentration and 83% had memory dif- 
ficulties. The severity of the patients’ overall impair- 
ment was directly correlated with their levels of corti- 
sol and ACTH and lessened in proportion to the 
therapeutic lowering of their plasma cortisol levels (4). 
Whelan et al. (5) also tested 35 patients with Cushing’s 
syndrome with the Michigan Neuropsychological Test 
Battery and found that 22 of these patients had at least 
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mild cognitive impairment. Varney et al. (6) reported 
six cases in which patients receiving high doses of cor- 
ticosteroids for a variety of medical illnesses (which 
largely did not affect the CNS) developed reversible 
dementia-like syndromes. The symptoms, which in- 
cluded decreased attention, concentration, retention, 
and mental speed, were not related to concurrent ste- 
roid psychosis or delirium. Hall et al. (7) noted a 57% 
incidence of intermittent memory impairment in the 
group of corticosteroid-treated medically ill patients 
they studied. 

Patients with depression have also been noted to 
exhibit a variety of deficits :n cognitive functioning, 
including decrements in simple and complex atten- 
tional tasks, verbal and visual memory, encoding, stor- 
age, and retrieval (10—12). Several studies have sug- 
gested that depressed patients with hypercortisolemia 
or hypercortisoluria and those who fail to normally 
suppress cortisol in response to dexamethasone show 
particularly pronounced cognitive deficits. For exam- 
ple, Rubinow et al. (13) observed a significant relation- 
ship between mean urinary free cortisol levels in de- 
pressed patients and the number of errors they made 
on the Halstead Category Test, although such a rela- 
tionship was not observed in normal control subjects. 
Further, several (14—19) but not all (20) studies have 
reported that depressed patients who do not suppress 
cortisol when given dexamethasone demonstrate great- 
er cognitive deficits than do depressed patients who 
suppress normally. 

Prior studies of the relation between corticosteroids 
and cognitive performance have been hampered by the 
lack of prospective designs and by the use of subjects 
with active medical or psychiatric illnesses. Naturalis- 
tic studies of the relation of hypercortisolemia, non- 
suppression of cortisol in resoonse to dexamethasone, 
and high circulating levels of medically prescribed cor- 
ticosteroids to cognitive performance fave generally 
been unable to separate cognitive effects related to the 
corticosteroids themselves from those secondary to the 
underlying illnesses. The most direct way to assess the 
effects of corticosteroids on cognition is to administer 
them prospectively to currently healthy subjects, as 
was done in studies 2 and 3 reported in this article. 
Prior studies of the relation of corticosteroids to cog- 
nitive performance have also generally failed to docu- 
ment the specific ways in waich cognition is altered. 
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COGNITIVE EFFECTS OF CORTICOSTEROIDS 


Along with a growing awareness of the complexity of 
human cognition (21-24), some studies have suggested 
that memory may be altered by drugs or disease states 
in very specific ways (25—27). Analysis of such specific 
changes may yield important clues to the psychobiol- 
ogy of cognitive function as well as:the specific mech- 
anisms of drug action (21). We recently completed 
three independent studies of the relation of corticoste- 
roids to cognitive function and performed differenti- 
ated analyses of the associated cognitive impairments 
in each. Despite the differing methods and designs of 
these three studies, we present the results together in 
order to identify a spectrum of corticosteroid-associ- 
ated cognitive changes and to highlight the common 
findings that emerged. 


METHOD 
Study 1 


Twenty-one depressed patients (nine who were non- 
suppressors of cortisol and 12 who were suppressors 
when given the dexamethasone suppression test 
[DST]) and 12 normal volunteers were tested. All sub- 
jects gave informed consent to participate in the study. 
Nonsuppression was defined as a cortisol value of 
>5.0 g/dl at 8:00 a.m., 4:00 p.m., or 11:00 p.m. on 
the day following a midnight oral.dose of 1 mg of 
dexamethasone. Baseline serum cortisol levels were 
also determined at 4:00 p.m. on the day before dex- 
amethasone administration. All patients satisfied the 
DSM-III criteria for major depression and had scores 
of at least 17 on the Hamilton Rating Scale for De- 
pression (28). Nonsuppressors and suppressors did not 
differ significantly on depression ‘ratings (nonsup- 
pressors, mean+SD=20.0+4.47; suppressors, 19.08 + 
3.48; t=0.52, df=19, n.s.). All of the patients had been 
medication free for at least 1 week at the time of the 
study. The three groups did not differ significantly in 
age, years of education, or scores on the vocabulary 
subtest of the WAIS. Memory testing was done within 
1 week of the DST (but not less than 36 hours follow- 
ing it), always in the afternoon. Memory was tested 
with a recognition task adapted from Wallach et al. 
(29). In this task the subjects listened to a taped re- 
cording of a 16-word list presented at the rate of one 
word every 10 seconds. The subject was instructed to 
repeat each of the 16 words and to think of what the 
words meant to him or her. Following presentation of 
the list, the subject was involved in a 15-minute motor 
distraction task. The subject then listened to a 50-word 
list containing the 16 original target words and 34 
background distractor words and was asked to discern 
between targets and distractors. Target and distractor 
items were matched for frequency of written use and 
degree of imagery. The subjects received practice on 
the memory task before being tested. 
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Study 2 


Forty-nine medication-free and caffeine-free normal 
subjects were recruited from the Normal Volunteer 
Office of the National Institute of Mental Health 
(NIMH) and screened for absence of personal or fam- 
ily history of psychiatric illness with the Schedule for 
Affective Disorders and Schizophrenia (SADS) (30). 
Thirty of the subjects were given dexamethasone and 
19 were given placebo; the two groups were matched 
for age and education. All of the subjects gave in- 
formed written consent to participate in the study but 
were blind to its rationale. All had been free of any 
medication for at least 3 weeks before beginning the 
study. Memory testing was done at 4:00 p.m. 1 week 
before the administration of dexamethasone (1 mg 
p.o.) or placebo at 11:00 p.m. and on the day after. In 
this memory test, which we had used previously (10, 
26), the subjects were read a list of 12 semantically 
related words (e.g., types of furniture) at a rate of one 
word every 3 seconds. Six of these words were read 
once and six were read twice in random order (for a 
total of 18 presented words). As a test of attention, 
subjects were asked to signal whenever they heard a 
repeated word. Following a 90-second verbal distrac- 
tor task, subjects were asked to freely recall the previ- 
ously presented words. Immediately following that, 
subjects were presented a list of 24 words containing 
the original 12 target words and 12 distractor words 
(i.e., words not previously presented) from the same 
semantic category and were asked to identify the pre- 
viously presented target words. Lists of words from 
different semantic categories were presented on the 2 
test days to minimize interlist referenc effects. The 
volunteers received practice on the memory task before 
being tested, 


Study 3 


Eleven medically healthy, medication-free and caf- 
feine-free volunteers were recruited from the NIMH 
Normal Volunteer Office and screened for personal 
psychiatric history with the SADS. All gave written 
informed consent to participate in the study. Four of 
the volunteers had histories of adjustment disorder 
(N=3) or alcohol intoxication (N=1); the remaining 
seven volunteers had no psychiatric history. All of the 
volunteers were psychiatrically healthy and free of al- 
cohol or substance abuse at the time of the study and 
had been so for at least 2 years. They were given pred- 
nisone (80 mg p.o. daily for 5 days) in a double-blind 
manner (31). Memory testing was done once during an 
initial 5-day placebo period, once after 4 days of pred- 
nisone administration, and once again 7 days after dis- 
continuation of the prednisone (during a postdrug pla- 
cebo period). The memory test we used was similar to 
that described in study 2, except that the free recall and 
recognition tasks were performed 24 hours after list 
presentation. No medications were changed between 
learning and recall/recognition. As in study 2, lists of 


Am J Psychiatry Vol 147:10, October 1990 





words from different semantic categories were pre- 
sented on the 3 test days to minimize interlist interfer- 
ence effects, and the volunteers received practice on the 
memory task before being tested. 


Analysis 


Data in study 1 were analyzed by one-way analysis 
of variance (ANOVA) (group). Data in study 2 were 
analyzed by two-way ANOVA with repeated measures 
(Group by Time). Data in study 3 were analyzed by 
one-way ANOVA with repeated measures (time). In 
addition, we carried out a signal detection analysis on 
the recognition test data. In this analysis the rate of 
“hits” (old, previously presented items classified as 
old) and “false alarms” (new, never-presented items 
classified as old) were jointly analyzed to determine d’, 
a measure of the subject’s ability to discriminate be- 
tween old and new items, and B, a measure of the 
subject’s response bias (or criterion for accepting items 
as old) (32). The d’ is estimated as the z score of the 
false alarm rate minus the z score of the hit rate 
(d’=zp,—Z 3); higher d’ values indicate greater dis- 
criminability. The B is estimated as the ratio of the 
ordinate of the signal ‘old) distribution at the criterion 
to the ordinate of the noise (new) distribution at that 
criterion (8=F,(c)/F,(c)). Neutral response biases yield 
B=1, whereas liberal response biases yield B<1 and 
conservative response biases yield B>1. For hit rates 
that equaled 1.0 or false alarm rates that equaled 0 (for 
which signal detection measures are undefined), a 
mathematical correction described by Snodgrass and 
Corwin (32) was applied. 


RESULTS 
Study 1 


There was no significant difference between de- 
pressed cortisol suppressors, depressed nonsuppres- 
sors, and normal control subjects on total correct re- 
sponses (correctly identifying target words) in the 
recognition test (figure 1, top). However, depressed 
nonsuppressors showed a much higher rate of errors of 
commission (incorrectly identifying distractors as tar- 
gets) than did the depressed suppressors and the nor- 
mal control subjects (F=11.50, df=2, 30, p<0.0002) 
(figure 1, bottom). Signal detection analysis revealed a 
trend toward a significantly lower d’ for the nonsup- 
pressors than for the suppressors (mean+SD=1.92+ 
0.84 and 2.67+0.86, respectively; t=1.93, df=19, p< 
0.07) but no difference in response bias (B) (2.02+3.51 
and 3.05+3.38, respectively; t=0.66, df=19, n.s.). 
The depressed patients’ baseline 4:00 p.m. cortisol lev- 
els tended to be directly correlated with numbers of 
commission errors (r,=0.38, N=21, p<0.10) but not 
omission errors. 
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FIGURE 1. Mean Numbers of Target Words Correctly Recognized 
(top) and Distractor Words Incorrectly Identified as Targets (Com- 
mission Errors) (bottom) in Study 1 by Depressed Patients (Cortisol 
Suppressors and Nonsuppressors) and Control Subjects 


NUMBER CORRECT 





NUMBER OF 
COMMISSION ERRORS 
NY Wh Uw 0O N 





Suppres~ NORMAL 


Nonsup- 
pressors sors CONTROL 
(N=9} (N= 12) SUBJECTS 
(N= 12} 
DEPRESSED 
PATIENTS 


Study 2 


Dexamethasone was associated with a significantly 
higher rate of errors of commission, or intrusions (1.e., 
self-generated words) into free recall, than was placebo 
(table 1). There were no significant differences between 
the dexamethasone and placebo groups on measures of 
attention, correct free recall, and total correct recog- 
nition. There was a nonsignificant increase in incorrect 
identification of distractors as targets in the recogni- 
tion task after dexamethasone (table 1). Signal detec- 
tion analysis revealed no significant change in d’ or B 
in the recognition task in either group (table 1). 


Study 3 


Prednisone was associated with a significantly 
higher rate of errors of commission (1.e., incorrectly 
identifying distractors as target words) than was pla- 
cebo during the test of recognition memory (table 2). 
This specific impairment returned to normal 7 days 
after discontinuation of the prednisone. There were no 
significant effects of prednisone on measures of atten- 
tion, free recall, and correct recognition of target 
words (table 2). Signal detection analysis revealed a 
highly significant decrease in d’ during prednisone 
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TABLE 1. Effect of a 1-mg Dose of Dexamethasone or Placebo on Memory Performance of 49 Healthy Volunteer Subjects in Study 2 








Attention Free Recall Intrusions 
Group/Time oe m i 
of Test Mean SD Mean, SD Mean SD 
Dexamethasone 

(N=30) | 

Before 5.63 0.67 8.33 | 2.09 0.70 0.99 

After 5.63 0.56 7.80 | 1.80 1.36° 1.83 
Placebo i 

(N=19) l 

Before 5.42 0.77 8.47 | 1.71 0.89 1.49 

After 5.42 0.90 8.16 1.71 0.53 0.77 


Number of Words 


Correct Recognition 
Mean SD Mean SD Mean SD Mean SD 
11.13 1.11 9,23 2.51 2.31 0.89 0.76 0.58 
11.30 0.84 8.63 2.61 2.20 0.79 0.66 0,57 
11.70 0.56 9.95 1.90 2.72 0.59 0.59 0.40 
11.40 0.61 9.74 2.28 2.56 0.81 0.73 0.39 


“Measure of subject’s ability to discriminate pawn previously presented and never-presented items. 


>Measure of subject’s response bias. 


“Significant Group by Time interaction (F= 3. 80, df=1, 47, p=0.05). 


TABLE 2. Effect of Prednisone (80 mg/day is 5 days} on Memory Performance of 11 Healthy Volunteer Subjects in Study 3 


Number of Words 
Correct Recognition 
Attention Free Recall Intrusions Targets Distractors d’* p> 
Time of Test Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD 
Baseline 5.64 0.67 ,5.82 3.34 2.27 1.95 10.27 2.20 7.55 2.46 1.54 0.55 0.65 0.46 
Day 4 of prednisone 5.27 0.90 14.55 2.46 2.45 2.21 9.45 2.21 5.915 2.81 0.89% 0.86 0.77 0.38 
7 days after prednisone 5.54 0.52 5.81 2.09 1.45 1.21 10.55 1.04 8.09 2.74 1.76 0.93 0.68 0.20 





“Measure of subject’s ability to discriminate between previously presented and never-presented items. 


Measure of subject’s response bias. 
“Significant effect of time (F=4.28, df=1, 10, p<0.05). 
dcignificant effect of time (F=6. 97, df= 1, 10, p=0.005). 


treatment; post hoc tests revealed ‘significant differ- 
ences from both placebo periods (p<0.05). There was 
no significant change in B (F=0.64, df=1, 10, n.s.) 
(table 2). 


DISCUSSION | 


Each of the three studies indicated a relationship 
between corticosteroids and cognition. In study 1 we 
found that patients who showed evidence of pituitary- 
adrenal disinhibition were more likely than those who 
did not to show evidence of cognitive dysfunction in 
the context of their depressive illness. This deficit can 
best be described as a relative inability to discriminate 
previously presented relevant information (targets) 
from irrelevant new information (distractors) i in a test 
of recognition memory. In study 2, using a different 
design and testing additional aspectsiof cognitive func- 
tion, we found that a single dose of dexamethasone 
induced an increase in the rate of intrusions into free 
recall in healthy volunteers. In study 3, using a similar 
design but with a longer time latency between learning 
and recall/recognition and a greater exposure of the 
subjects to the exogenous corticosteroid prednisone, 
we again found a relative inability to discriminate tar- 
gets from distractors in recognition memory when the 
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subjects were taking the drug. Although one should 
not conclude that the relationships are identical in each 
of these different paradigms, the phenomenologic sim- 
ilarity of these findings is intriguing. In each of the 
three studies, increases in errors of commission were 
observed although there was no significant alteration 
in attention or errors of omission. The increased rates 
of errors of commission were not accounted for by 
changes in response bias (“yea saying”), since no sig- 
nificant changes in B were observed. Rather, weaker 
subject “sensitivity” and poorer discriminability of 
“signal” and “noise” distributions are suggested as 
possible explanations by the significant decrease in d’ 
in the prednisone-treated volunteers and by the almost 
significant decrease on this measure in the depressed 
patients who did not suppress cortisol in response to 
dexamethasone. The lack of significant change in d’ in 
the dexamethasone-treated volunteers may have been 
secondary to their relatively brief exposure to the ex- 
ogenous corticosteroid and to the fact that their in- 
creased propensity to make commission errors was 
seen in the free recall rather than the recognition task. 
(Signal detection analysis is not feasible with free recall 
data.) 

Cognitive impairment associated with hypercorti- 
solemia or with nonsuppression on the DST has been 
previously described (13—19, 33); however, the speci- 
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ficity of the impairment that we observed is notewor- 
thy. Our findings are consistent with the unpublished 
vp of Deptula (34) that depressed nonsuppressors 
of cortisol show a greater rate of false alarms in verbal 
recognition tasks, with no difference in rate of omis- 
sion errors, than do depressed cortisol suppressors and 
control subjects. Deptula also found that 4:00 p.m. 
postdexamethasone cortisol levels in depressed pa- 
tients were significantly correlated with rates of false 
alarms, but not misses, in verbal memory. We have 
previously reported that cognition fails in specific ways 
in amnestic and dementing illnesses (25, 26) and in 
response to different drugs, such as benzodiazepines 
(27) and scopolamine (35). The present results suggest 
that corticosteroids induce yet another specific form of 
cognitive failure, further highlighting the psychobio- 
logically differentiated nature of cognition. It should 
be noted that the specific deficit which we observed 
with corticosteroids is quite similar to the deficit some- 
times noted in the context of normal aging (36, 37), as 
well as that seen with the administration of metham- 
phetamine in normal subjects (38). In such studies, 
subjects appear to direct more attention to irrelevant 
stimuli, which results in decreased processing of rele- 
vant stimuli and poorer performance. 

In order to interpret our data properly, several issues 
require explication. 1) Nonsuppression of cortisol in 
response to dexamethasone is not equivalent to basal 
hypercortisolemia (unpublished 1981 paper by G.N. 
Asnis et al.), although in depressed patients there is a 
substantial overlap between these conditions (39). 
Sikes et al. (17) observed that cognitive impairment 
was more closely associated with nonsuppression of 
cortisol in response to dexamethasone than with basal 
hypercortisolemia or hypercortisoluria in depressed 
patients, although measures of the latter were signifi- 
cantly correlated with cognitive impairment (18). They 
argued that CNS dysfunction, related to hypothalam- 
ic-pituitary-adrenal axis disinhibition, is more clearly 
related to the cognitive impairment than are elevated 
circulating corticosteroid levels per se. In our study of 
depressed patients, we also found that basal serum cor- 
tisol levels were only weakly associated with cognitive 
performance, perhaps because random basal cortisol 
measurements are typically variable. Our data on ex- 
ogenous corticosteroids in healthy volunteers, how- 
ever, suggest that such corticosteroids alter perfor- 
mance on specific cognitive tasks. 2) Although 
phenomenologically similar impairments were seen in 
our three studies, exogenous corticosteroids may have 
CNS effects that are very different from those of 
endogenous corticosteroids (40), and states of endog- 
enous hypercortisolemia may also be associated with 
increased levels of ACTH and/or corticotropin-releas- 
ing hormone (41). Therefore, it is not appropriate to 
extrapolate uncritically from the effects of exogenous 
corticosteroids to those of endogenous ones. 3) Since 
different testing paradigms were used in the three stud- 
ies, there may be some limitation on overall generali- 
zations that can be drawn from them. 4) Whereas cog- 
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nitive deficits were clinically apparent in the patients in 
study 1, the deficits of the subjects in studies 2 and 3 
were statistically, but not clinically, apparent (i.e., they 
were not grossly discernible), Only two of the 11 vol- 
unteers in study 3, for example, complained of confu- 
sion or difficulty concentrating while receiving pred- 
nisone. Longer-term treatment with corticosteroids 
has been associated with clinically significant cognitive 
impairment, however (6, 7, 9}. 5) Corticosteroid asso- 
ciations with cognitive performance may be quite com- 
plex and may vary with both age and diagnosis of the 
subjects tested (13, 42). Therefore, our results should 
not be extrapolated to samples with different diag- 
noses and with different age ranges. 

The mechanisms by which corticosteroids may alter 
cognition are unknown. However, our findings appear 
to be consistent with electrophysiological findings that 
acute administration of cortisol to human subjects re- 
duces the average evoked potential response to rele- 
vant but not irrelevant stimuli (decreased signal-to- 
noise ratio) (43). Thus, cortisol may lead to less salient 
encoding of meaningful stimuli and may impair selec- 
tive attention, thereby reducing an individual’s ability 
to discriminate relevant and important information 
from irrelevant and unimportant information. Such an 
explanation would be consistent with our prior report 
that depressed patients who do not suppress cortisol in 
response to dexamethasone fail to dishabituate (show 
response specificity) to novel stimuli (44). 

Changes in hippocampal activity may also be in- 
volved in steroid-related cognitive changes. Hippocam- 
pal lesions are most evident in tasks that maximize 
interference between present learning and similar prior 
learning and in tasks in which correct selection of a 
response from among several alternatives is required 
(45). McEwen (46) hypothesized that corticosteroids 
act to suppress the ability of the hippocampus to filter 
out behaviorally irrelevant stimuli, and corticosteroids 
have been shown to block the improvement in selective 
attention that follows dorsal noradrenergic bundle 
stimulation (47). Further, Sapolsky and McEwen (48) 
demonstrated that elevated levels of corticosteroids 
can decrease the number of corticosteroid-receptor- 
bearing hippocampal neurons. Such changes could 
conceivably lead to long-lasting cognitive or behav- 
ioral alterations (9). The theory of hippocampal in- 
volvement in the cognitive effects of corticosteroids is 
particularly cogent because the hippocampus contains 
the highest concentration of corticosteroid binding 
sites in the brain (40, 49). This relationship is likely to 
be complex, however, given the differential CNS bind- 
ing patterns of endogenous and exogenous corticoste- 
roids (40). 

Finally, corticosteroid-related changes in memory 
may be related to increases in arousal. Although the 
term “arousal” is somewhat ambiguous, it does pro- 
vide a useful link in relating neuroendocrine data to 
data derived from psychological investigations (2). 
One of the first attempts to relate arousal to cognitive 
performance was the Yerkes-Dodson law (50), which 
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stated that arousal has an inverted U-shaped relation- 
ship with cognitive efficiency. That is, peak efficiency is 
achieved at a moderate level of arousal, whereas either 
low or high levels of arousal are associated with a 
diminution in cognitive efficiency.'Most theories of 
why arousal causes a change in cognitive performance 
have focused on changes in attentional abilities. East- 
erbrook (51), for example, postulated that increased 
arousal leads to a reduction in the range of cues used 
or admitted for attentional input (“attentional narrow- 
ing”), At an optimal level of arousal, there is good 
separation between noise (irrelevant) and signal (rele- 
vant) inputs. With states of overarousal, however, 
there is an overselectivity in input, so that there is de- 
creased use of even relevant cues, which also leads to 
impaired performance. It is commonly appreciated, 
however, that increased arousal may lead to increased 
attending to irrelevant information and internal cues 
(52—57). These deviations from the original formula- 
tion by Easterbrook (51) may be accounted for by a 
modified theory (24). In addition to the attentional 
inputs of signals and externally generated noise, there 
may be a third source of attentional input, namely, 
internally generated noise (24). In’ this hypothetical 
model, as arousal is increased to a supraoptimal level, 
there is an increase in input of signals that are inter- 
nally generated but irrelevant, which leads to an in- 
creased tendency toward internal distractibility, i.e., 
increased intrusion errors and errors of commission. 
While the connection between hypercortisolemia and 
arousal is ambiguous, this conceptual schema may 
prove heuristically useful. 


CONCLUSIONS 


Recognition of corticosteroid-related cognitive pa- 
thology may be clinically important, as such pathology 
may impair patients’ abilities to process new infor- 
mation, to filter out distracting information, and to 
respond appropriately to environmental changes. Clar- 
ification of these effects should allow a better delinea- 
tion of the cognitive symptoms that are related to pa- 
tients’ underlying illnesses and those which are related 
to their circulating corticosteroid levels. In a more 
speculative vein, hormonal treatments specifically 
aimed at diminishing cortisol activity (e.g., RU 486 
[$8], mitotane [4], and ketoconazole [59]) could prove 
clinically effective in ameliorating cognitive impair- 
ments associated with endogenous hypercortisolemia. 
Patients with Cushing’s syndrome, for example, who 
are treated with such agents show improvements in 
attention, concentration, and memory (4, 58) and de- 
creases in confusion (60) in parallel with treatment- 
induced decreases in urinary cortisol levels (4). We are 
currently exploring such treatment, effects in hyper- 
cortisolemic patients with major depression. 
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The Clinical Presentation of Command Hallucinations 
in a Forensic Population 


Richard Rogers, Ph.D., J. Roy Gillis, M.A., R. Edward Turner, M.D., 
and Trevor Frise-Smith, M.A. 


In a forensic population, patients with command 
hallucinations (N=25) were compared to two groups 
of psychotic patients: those with noncommand hallu- 
cinations (N=24) and those without hallucinations 
(N=16). The three groups did not differ in overall im- 
pairment as measured by the Global Assessment Scale 
and the Social Behavior Rating Schedule. However, 
the group with command hallucinations differed in 
the content of their hallucinations (more aggression, 
dependency, and self-punishment themes), and near- 
ly one-half did not report or denied their command 
hallucinations to the assessment team. Many pa- 
tients (N=11, 44%) reported that they frequently 
responded to hallucinatory commands with unques- 
tioning obedience. 

(Am J Psychiatry 1990; 147:1304—-1307) 


etrospective studies of command hallucinations 
have emphasized the importance of such halluci- 
nations to the treatment and management of psychotic 
patients. Research suggests that roughly one-third of 
hallucinating inpatients experience hallucinatory com- 
mands during their current episode (1, 2). Less is 
known about the frequency with which command hal- 
lucinations are obeyed or result in violent behavior (3). 
Estimates of the latter range from 0% (1) to 15% (A). 
Within a forensic context, Rogers (5) found that 5.8% 
of individuals evaluated for insanity had responded to 
command hallucinations in committing their criminal 
offenses; while this percentage appears modest, it rep- 
resented nearly one-half (43.0%) of all forensically re- 
ferred individuals with auditory hallucinations. 
Dramatic case studies underscore the potentially 
devastating consequences of command hallucinations, 
which may result in self-mutilation (6, 7) and even 
death (3). Recent attempts to classify patients with hal- 
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lucinatory commands have ranked them in the severely 
impaired range on both the Global Assessment Scale 
(GAS) (8) and its recent adaptation for DSM-III-R. 
However, Hellerstein and associates (2) found no sig- 
nificant differences in treatment (i.e., medication lev- 
els) or problematic behavior (i.e., assaultive or sui- 
cidal) between patients with and without command 
hallucinations, although their results are partially con- 
founded by the clinical staff’s active attempts to con- 
trol these factors. Thus, the overall degree of influence 
that command hallucinations have on day-to-day func- 
tioning and whether this influence is primarily mal- 
adaptive (9) remain unanswered questions. 

Our understanding of command hallucinations is 
limited both by the handful of studies from diverse 
settings and by the notable absence of standardized 
measures for evaluating the symptoms. The present 
study was designed to address the lack of standardized 
measures of symptoms, the characteristics of halluci- 
nations, and general impairment. It also sought to es- 
tablish differences in clinical presentation and impair- 
ment for patients with command hallucinations when 
compared to 1) patients with noncommand hallucina- 
tions and 2) psychotic patients without hallucinations. 
As an exploratory approach, nonpsychotic indicators 
of command hallucinations were investigated with a 
single-stage discriminant model. In addition, univari- 
ate comparisons were made for clinical characteristics 
and level of functioning. 


METHOD 


The study consisted of 65 psychotic inpatients who 
were recruited from an inpatient forensic assessment 
unit (Metropolitan Toronto Forensic Service, Clarke 
Institute of Psychiatry). Since all patients are referred 
by the metropolitan courts, the subjects were clinically 
heterogeneous and represented patients who typically 
exhibit problematic behavior (e.g., appeared mentally 
disordered at the time of arrest or were disruptive 
during the courtroom proceedings). The study group 
consisted primarily of men (92.3%, N=60); the mean+ 
SD age was 32.41+8.34 years. Forty-four subjects 
(67.7%) were white, nine (13.8%) were black, three 
(4.6%) were Oriental, and five (7.7%) were East In- 
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dian; in four cases (6.2%), patients belonged to an- 
other racial group or data were missing. 

The subjects were placed in one of three groups: 1) 
command hallucination patients (N=25), who re- 
ported command hallucinations in the last 30 days, 2) 
noncommand hallucination patients (N=24), who re- 
ported hallucinations in the last 30 days but no com- 
mand hallucinations in the last 12 months, and 3) non- 
hallucinating patients (N=16), who had not had any 
hallucinations in the last 12 months. Diagnosis and the 
presence of hallucinations and overall symptoms were 
determined by the use of the Schedule for Affective 
Disorders and Schizophrenia (SADS) (10). Hallucina- 
tory commands, defined as authoritatively given orders 
or directions, were assessed by detailed interviews. The 
nature of the hallucinations was examined with the 
Hallucination Predisposition Scale (11), a 12-item, 
true-false questionnaire, and the Content of Halluci- 
nations Scale (12), a set of clinician-based ratings 
(range=1—4). Finally, for a general index of impair- 
ment, treatment staff completed the GAS (8) and the 
Social Behavior Rating Schedule (13). The SADS and 
the hallucination scales were administered by a mem- 
ber of the research staff who had no other clinical 
responsibilities. The Social Behavior Rating Scale was 
completed independently by either the primary nurse 
or another member of each patient’s assessment team; 
ratings were based on inpatient observations. 


RESULTS 


Individuals with no hallucinations tended to be 
older than those with command and noncommand 
hallucinations (37.87£10.09 versus 33.21+7.75 and 
28.16+5.00 years; F=8.35, df=2, 63, p<0.001). The 
large majority of subjects were given a diagnosis of 
schizophrenia (N=51, 78.5%), followed by mood dis- 
orders (N=9, 13.8%), delusional disorders (N=3, 
4.6%), and other psychoses (N=2, 3.1%). 

Clinically, it was observed that many patients were 
reluctant to discuss command hallucinations with the 
research staff and had not mentioned or had actively 
denied such symptoms to the assessment team. Despite 
the obvious importance of command hallucinations to 
forensic evaluations (3), approximately one-half of the 
subjects with command hallucinations went undetec- 
ted by.the clinical staff at the time of discharge. More 
specifically, two research staff members independently 
reviewed the final psychiatric reports and achieved a 
high level of agreement (kappa=0.92). In these re- 
ports, they found no description or mention of com- 
mand hallucinations for 47.8% (N=12) of the subjects 
who consistently had admitted these phenomena to the 
research staff. 

Given this general unwillingness to discuss com- 
mand hallucinations, we developed nonpsychotic indi- 
cators to alert clinicians to the possible presence of 
command hallucinations in those patients who did not 
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report or actively denied them to the assessment staff. 
A series of analyses of variance were employed with 
nonpsychotic variables from part 1 of the SADS to 
simplify the data for discriminant analysis. This re- 
sulted in eight potential variables: self-reproach, dys- 
pnea, excessive sweating, psychic anxiety (in the last 
week), concentration, psychomotor retardation, loss 
of interest, and depersonalization. These variables 
were entered into a stepwise discriminant analysis to 
predict membership of two groups: those with com- 
mand hallucinations and those without them (the lat- 
ter included the groups with noncommand hallucina- 
tions and no hallucinations). The discriminant function 
(Wilks’s lambda=0.66, F=6.05, df=4, 47, p=0.0005) 
retained four variables with the following standardized 
canonical coefficients: self-reproach (0.71), psychomo- 
tor retardation (~0.55), depersonalization (0.48), and 
dyspnea (0.38). This model accurately identified 
50.0% (N=6) of the patients with command halluci- 
nations who did not report or denied them while mis- 
classifying 2.5% (N=1 of 40) of the other psychotic 
patients (i.e., those without command hallucinations 
and with no hallucinations). Visual inspection of the 
data would suggest that the presence of self-reproach/ 
guilt in a psychotic patient should alert the clinician to 
the possibility of command hallucinations. Naturally, 
these findings should be viewed as preliminary until 
subjected to replication. 

The second component of the study was to examine 
clinical differences between hallucinating patients with 
and without commands. Although patients with com- 
mand hallucinations had a later onset, there were no 
differences in the frequency or duration of their hallu- 
cinations. Most patients (80.0%, N=20) with com- 
mand hallucinations had obeyed them, at least in the 
recent past. Patients with commands perceived the hal- 
lucinations as much more unfriendly than did patients 
without commands (mean ratings=2.91+1.39 versus 
3.90+0.94; F=7.60, df=2, 63, p<0.01). Similar num- 
bers of patients with (N=13 of 25) and without 
(N=11 of 24) command hallucinations had manifested 
assaultive behavior and had been arrested. 

The majority of patients with command hallucina- 
tions (N=14, 56.0%) reported having at least one 
experience in which they responded to a command 
with unquestioning obedience, and many responded 
on a frequent or very frequent basis (N=11, 44.0%). 
The presence of command hallucinations varied con- 
siderably according to criminal content (N=8, 36.4%, 
of those without criminal content; N=1, 4.5%, of 
those with criminal content; N=13, or 59.0%, both 
noncriminal and criminal) (data missing for three sub- 
jects). Certainly the presence of command hallucina- 
tions, at least in a forensic population, raises a high 


‘level of concern with respect to violent or antisocial 


behavior. 

On the basis of Lowe’s work (14), Larkin (12) de- 
veloped the Content of Hallucinations Scale to assess 
common themes in auditory hallucinations. Using this 
scale, we found differences between command and 
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TABLE 1. Rating of Verbal Content of Command and Noncom- 
mand Hallucinations? 


Non- 
Command command 
Hallucination Hallucination 
Group Group 
(N=25)? (N=24)° Comparison 
Content Mean SD Mean SD t9 p 
Aggression 2.00 1.10 1.28 0.56 7.17 0.01 
Companionship 2.08 1.10 -295 0.92 8.12 0.007 
Dependency 2.54 1.02 1.52 0.68 15.03 0.0004 
Entertainment 1.96 086 2.67 1.15 5.54 0.02 
Evaluation 2.25 1.02 2.24 1.04 0.00 n.s. 
Indecision 3.08 0.93 2.33 1.11 6.09 0.02 
Role identity 1.42 0.72 1.28 0.56 0.46 n.s. 


Self-importance 309 2.12 273 202 1.05 n.s. 
Self-punishment 2.21 1.22 1.43 0.68 6.79 0.01 
Sexual identity 2.12 123. 210 -109 0.01 n.s. 


Content was rated on a 4-point scale based on Larkin’s criteria 
(12). 

ÞExperienced command hallucinations in the last 30 days. 
“Experienced hallucinations in the last 30 days but no command 
hallucinations in the last 12 months. 

Two-tailed. 


noncommand hallucinations (table 1). Command hal- 
lucinations had more aggressive and self-punishing 
content; patients with these hallucinations experienced 
helplessness and dependency on the auditory halluci- 
nations and greater reliance on the hallucinations for 
advice and decisions than did patients with noncom- 
mand hallucinations. In contrast, patients with non- 
command hallucinations experienced a more positive 
relationship with their hallucinations, seeing them as 
more friendly and entertaining than did those with 
command hallucinations. Clinicians may wish to re- 
evaluate patients who deny the presence of command 
hallucinations, particularly if the content of their hal- 
lucinations suggests indecisiveness, dependency on the 
hallucinations, and increased self-worth as a result of 
the hallucinations but little positive relationship with 
the hallucinations. 

There were no significant differences among the 
three groups on the GAS, on which patients generally 
manifested severe impairment (mean+SD_ scores= 
38.86+11.84 for command hallucination group, 
44.12+13.15 for noncommand hallucination group, 
and 49.25+16.90 for nonhallucinatory group; F= 
2.80, df=2, 62, p=0.07). Composite scores for the So- 
cial Behavior Rating Schedule suggested at least some 
impairment in many areas of interpersonal function- 
ing but no significant differences among the three 
groups (scores=3.95+2.72 for command hallucina- 
tion group, 4.21+2.37 for noncommand hallucination 
group, and 3.23+1.92 for nonhallucinatory group; 
F=0.65, df=2, 49, p=0.52). Predictably, the Halluci- 
nation Predisposition Scale evidenced significant dif- 
ferences, with greater severity for hallucinating pa- 
tients (scores=5.53+3.23 for command hallucination 
group and 6.19+2.00 for noncommand hallucination 
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group) than for nonhallucinating patients (score= 
2.75+1.82) (F=7.29, df=2, 40, p<0.01). 


DISCUSSION 


Command hallucinations appear to have consider- 
able influence in terms of both content, which is often 
criminal, and their ability to exert control over pa- 
tients’ actions. Perhaps most disturbing is the capacity 
of these hallucinatory commands to exact unquestion- 
ing obedience, often on a frequent basis. There seems 
little doubt, at least within a forensic population, that 
command hallucinations play a prominent and dis- 
abling role in the day-to-day functioning of chronic 
patients. Further to this point, we found that many 
patients respond defensively to clinical inquiries about 
command hallucinations and tend to deny and mini- 
mize their effect. Although two prospective patients 
had to be excluded from the study because of feigned 
command hallucinations, nearly one-half were success- 
ful at hiding their symptoms from the assessment team. 
Clinicians are confronted with two difficult tasks: ac- 
curately identifying those with hallucinatory com- 
mands and assessing the relevance of these commands 
on a longitudinal basis, either retrospectively in the 
assessment of criminal responsibility or prospectively 
in the development of treatment plans. 

The study has practical implications in its creation 
of nonpsychotic indicators to alert clinicians to the 
possibility of command hallucinations. Pending cross- 
validation in other clinical settings, the presence of 
self-reproach/guilt or other identified variables may 
serve as a preliminary threshold model that might sig- 
nal the need for a full clinical investigation of com- 
mand hallucinations. In this regard, we found the 
SADS and Larkin’s Content of Hallucinations Scale to 
be the most useful in evaluating command hallucina- 
tions. Neither of these standard measures, however, 
replaced relaxed and nonthreatening diagnostic inter- 
views in which a broad range of perceptual distur- 
bances could be explored. Particularly valuable were 
clinical inquiries, noncommittal in their style, regard- 
ing directions received, orders given, and demands im- 
posed by auditory hallucinations. 

Unlike Hellerstein and associates (2), we examined 
command hallucinations extensively through the use 
of standardized measures. Reliance solely on clinical 
records would appear to provide an underestimate of 
the prevalence of command hallucinations, although 
we do not have sufficient data to gauge the degree to 
which they are underestimated. Our conclusions offer 
little comfort to clinicians, on three grounds: roughly 
one-third of hallucinating inpatients are likely to have 
command hallucinations (1, 2); a substantial number of 
patients actively deny them and remain undetected by the 
assessment team; and, at least in the forensic population, 
obedience to command hallucinations may have a sub- 
stantial influence on antisocial behavior. 
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Physiological Evidence of Exaggerated Startle Response in a 
Subgroup of Vietnam Veterans With Combat-Related PTSD 


Robert W. Butler, Ph.D., David L. Braff, M.D., Jeffrey L. Rausch, M.D., 
Melissa A. Jenkins, B.A., Joyce Sprock, B.A., and Mark A. Geyer, Ph.D. 


One of the diagnostic criteria for posttraumatic 
stress disorder (PTSD) is an exaggerated startle re- 
sponse; however, this phenomenon has not been veri- 
fied empirically. The authors compared 20 Vietnam 
combat veterans with PTSD and 18 combat veterans 
without PTSD on the eyeblink reflex electromyo- 
graphic response of the startle reaction. Subjects in 
both groups who failed to show an eyeblink response 
to the startle stimuli were eliminated from further 
analyses. Among the remaining subjects, the 13 with 
PTSD had a significantly greater startle response am- 
plitude than the 12 control subjects at intermediate 
intensities of acoustic stimuli. The relationship be- 
tween startle responsivity and both negative and pos- 
itive symptoms was also investigated. 

(Am J Psychiatry 1990; 147:1308—1312) 


he introduction of posttraumatic stress disorder 

(PTSD) into the psychiatric nomenclature was ac- 
companied by conflicting opinions over the validity of 
the diagnosis. Now, nearly 10 years later, PTSD re- 
mains in the diagnostic nosology (DSM-III-R), and 
there is evidence that Vietnam combat veterans may be 
at high risk for developing the disorder (1). Empirical 
studies suggest that there are significant differences be- 
tween veterans with PTSD and both psychiatric con- 
trol groups (2) and veterans who have had equal ex- 
posure to combat but have not sought psychiatric help 
(3). In general, these findings suggest that the develop- 
ment of chronic PTSD may be influenced by the vet- 
eran’s degree of combat exposure, substance abuse, 
and experience of adverse events upon returning to the 
United States. Furthermore, in reviewing research on 
the MMPI and combat-related PTSD, Penk et al. (4) 
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found a relatively high degree of consistency in MMPI 
profiles across varying samples of subjects. Thus, a 
considerable amount of evidence has been accumu- 
lated in support of the overall validity of PTSD as a 
diagnostic entity. Much of this evidence, however, is 
based on self-report measures. 

One of the critical symptom clusters necessary for a 
diagnosis of PTSD involves the persistent presence of 
increased arousal. Specific criterion symptoms are dif- 
ficulty sleeping, irritability/anger, difficulty concentrat- 
ing, hypervigilance, exaggerated startle response, and 
physiological reactivity upon exposure to events or 
thoughts similar to those during the traumatic event 
(DSM-III-R). The last two criteria are particularly im- 
portant because they can be confirmed without using 
self-report measures. Furthermore, the first three crite- 
ria overlap considerably with symptoms of major de- 
pressive disorder. 

Increased physiological reactivity to events or 
thoughts relating to the trauma in PTSD has been well 
researched. There is well-documented evidence of 
higher heart rate, skin conductance, blood pressure, 
respiration, and electromyographic (EMG) activity un- 
der conditions of reexposure in PTSD patients than in 
control subjects (S—8). Kolb (9) hypothesized that 
these results suggest the possibility of a subgroup of 
combat veterans who suffer from a chronic form of 
PTSD characterized by persistent conditioned emo- 
tional responsivity and perceptual abnormalities. Fur- 
ther evidence supporting this idea was reported by 
Mueser and Butler (10), who identified a small sub- 
group of chronic PTSD patients who manifested audi- 
tory hallucinations in the absence of other evidence of 
a psychotic process. These patients also reported sig- 
nificantly greater amounts of arousal than did nonhal- 
lucinating PTSD patients. While considerable effort 
has been directed toward verifying increased physio- 
logical reactivity, remarkably little work has been di- 
rected toward validating the presence of exaggerated 
startle responses in PTSD. 

Landis and Hunt (11) reported that the human star- 
tle response can be reliably and validly measured by 
monitoring the amplitude of eyeblinks elicited by 
acoustic stimuli, the eyeblink being the major measur- 
able component of the startle reflex in human beings. 
Other researchers have verified eyeblink amplitude as a 
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valid measure of startle responsivity (12, 13) and 
pointed out this measure’s methodological advantages 
(14). Additionally, evidence has suggested that the eye- 
blink startle reflex in response to acoustic tones may be 
associated with affect and is relatively independent of 
generalized arousal at the time of measurement (15). 
Given that an apparently valid and reliable physio- 
logical measure ai startle reactivity exists, use of this 
measure would appear to be an excellent way in which 
to empirically verify exaggerated startle responses in 
persons with chronic combat-related PTSD. In review- 
ing the literature, however, we were unable to locate 
any study that had directly investigated these responses 
in such subjects. We hypothesized that Vietnam com- 
bat veterans with chronic PTSD would exhibit larger 
eyeblink responses to startling acoustic or tactile (air 
puff) stimuli than would combat veterans without 
PTSD. The clinical observations of exaggerated startle 
responsivity might reflect lowered thresholds for star- 
tle rather than increases in the magnitude of responses 
to normally startling stimuli. Hence, the study was de- 
signed also to test the hypothesis that veterans with 
chronic PTSD would exhibit measurable startle re- 
sponses at lower sound intensities than those required 
for eliciting startle responses in veterans without 
PTSD. We further hypothesized that PTSD patients 
with exaggerated startle responses would also show 
evidence of greater perceptual abnormalities. 


METHOD 


Data were initially collected on 56 veterans screened 
for potential entry into the study. Eighteen of these 
veterans were eliminated from the study for one or 
more of the following reasons: 1) no combat experi- 
ence, 2) suspected presence of schizophrenia, psycho- 
sis, or major affective disorder, 3) history of significant 
head trauma or other neurological impairment, and 4) 
inability to provide discharge papers or other independ- 
ent verification of service in Vietnam. Thus, the re- 
maining 38 subjects had verified service in Vietnam, 
did not report histories of major neurological distur- 
bance, and did not meet criteria for an additional clin- 
ically significant DSM-III-R axis I disorder. Additional 
diagnoses were verified by administrating to all sub- 
jects the Schedule for Affective Disorders and Schizo- 
phrenia—Change Version (SADS-C) (16). Each subject 
was also rated with the Scale for the Assessment of 
Negative Symptoms (17) and the Scale for the Assess- 
ment of Positive Symptoms (18). 

All of the subjects were nonhospitalized men re- 
cruited from a local veterans’ center who were tested 
after they responded to an advertisement for research 
volunteers. The entire procedure lasted 2—3 hours, and 
each subject was paid $5 per hour for participation. 
Descriptive data concerning the subjects’ characteris- 
tics are presented in table 1. 

Of the 38 veterans who met the inclusion criteria for 
the study, 20 met the DSM-III-R criteria for chronic 
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TABLE 1. Characteristics of Combat Veterans With and Without 
Diagnoses of PTSD Who Were Tested for Startle Response 


PTSD Subjects 
(N=20) (N=18) 
Mean SD N Mean SD 


40.2 3.3 — 40.9 4.4 
13.6 2.2 — 133 2.2 


Control Subjects 
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Characteristic 


Age (years) 

Education (years) 

Unemployed 

Race/ethnicity 
Black 
Hispanic 
White 

Service branch 
Marines 
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PTSD that was clearly combat-related. The other 18 
were used as control subjects because they did not have 
diagnoses of PTSD. Diagnoses were made by the first 
author on the basis of clinical interviews and the sub- 
jects’ responses to a PTSD symptom checklist (2). At 
the time of diagnosis, the first author was blind to the 
startle and other symptom variables. 

As an independent check on diagnostic validity, the 
subjects also completed the Mississippi Scale for Com- 
bat-Related Posttraumatic Stress Disorder (19). The 
groups were significantly different on this measure in 
the expected direction (mean+SD score=119.94+ 
14.30 for the PTSD subjects and 88.30+8.95 for the 
control subjects; t=7.2, df=36, p<0.001). The PTSD 
group also had a significantly higher mean+SD score 
on the Vietnam Combat Exposure Scale (20) than the 
control group (PTSD group, 5.80+0.75; control group, 
3.89+1.05; t=6.3, df=36, p<0.001). This finding was 
not unexpected, as degree of combat exposure is highly 
predictive of PTSD symptoms in Vietnam veterans (2). 

All subjects were given a brief hearing test with a 
Saico SCR-2 audiometer to ensure that their auditory 
abilities were intact. For the startle response meas- 
urement, after the subject was seated comfortably, two 
Beckman miniature silver/silver chloride electrodes 
were positioned below and to the right of his right eye, 
over the orbicularis oculi muscle. Electrode placement 
was selected so as to minimize potential electro-oculo- 
graph (EOG) artifact. Specifically, one electrode was 
positioned 1 cm lateral to and % cm below the lateral 
canthus, and the other electrode was placed 1142 cm 
below and slightly medial to the first electrode. Place- 
ment was such that the electrodes were equidistant 
from the center of the eye and as close to each other as 
possible; Beckman adhesive collars were used. Addi- 
tionally, recorded EMG activity was high-pass filtered 
(1-1,000 Hz) to minimize EOG artifact. A 60-Hz 
notch filter was also used to eliminate 60-Hz interfer- 
ence. A ground electrode was placed behind the right 
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ear over the mastoid. EMG activity recorded by the 
electrodes was directed through a custom-made EMG 
amplifier (21) to a computerized startle response mon- 
itoring system (SR-LAB, San Diego Instruments, Inc.) 
for digitization and analysis. The system permanently 
recorded 250 1-msec readings starting at the onset of 
the startle stimulus. The software parameters by which 
voluntary and spontaneous eyeblinks were recognized 
and excluded have been described in detail elsewhere 
(13). The magnitude of each startle response was de- 
fined as the largest of the peak values beginning be- 
tween 20 and 80 msec after the onset of the startle 
stimulus, expressed in digital units (each unit=15 pV). 

Acoustic startle stimuli were presented binaurally 
through Telephonics (model TDH-39-P) headphones. 
Each test session began with a 5-minute acclimation 
period consisting of 70-dB(A) broadband noise, which 
continued throughout the session. The session had two 
components, one acoustic and one tactile. In the first 
component, seven different trial types were presented 
in a pseudorandom order, each trial type occurring six 
times. Although the order of trials was randomized 
within each subject’s test session, it did not vary across 
subjects. Thus, all subjects were tested under identical 
conditions. Six of the trial types presented 40-msec 
noise bursts at different sound levels: 85, 90, 95, 100, 
110, and 116 dB(A). The seventh trial type presented a 
20-msec burst of 85-dB(A) noise (prepulse) 120 msec 
before the 116-dB(A) startle stimulus. Such a prepulse 
stimulus normally inhibits the response to a subse- 
quent startle stimulus, a phenomerion referred to as 
prepulse inhibition (12); it was included as a confir- 
matory test of the subjects’ ability to detect the rela- 
tively weak 85-dB(A) stimulus. The background noise 
and acoustic stimuli were generated by the SR-LAB 
system and measured with a calibrated Quest sound 
pressure level meter (model 215). Sound level was cal- 
ibrated on a monthly basis by means of a 6-cc coupler 
in an artificial ear (model EC- 9A) and continuous 
noise. 

In the second component of the session, 30-psi air 
puffs (40 msec in duration) were presented to the sub- 
ject’s neck through a small rubber tube. A total of 30 
air puff trials were presented. Air pressure delivery was 
regulated at the air supply. The internal tube diameter 
was 4 mm, and the end of the tube was placed approx- 
imately 5 mm from the subject’s suprasternal notch. 
On 10 of these trials, the 85-dB(A) prepulse stimulus 
was presented 120 msec before the air puff. Again, all 
subjects were tested under identical conditions during 
this component. The interval between trials in both 
components varied from 9 to 23 seconds, with a mean 
interval of 15 seconds. 

As in other studies of human startle response (22), in 
some subjects in each group there was a relative lack of 
eyeblink EMG activity elicited by the startle stimulus. 
Therefore, the subsequent analyses of startle data did 
not include data from these subjects. The criterion for 
inclusion in the subsequent analyses was an eyeblink 
EMG amplitude of 8 units or more.in the 116-dB(A) 
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FIGURE 1. Startle Response Reactivity in Subjects With Combat- 
Related PTSD and in Control ac 
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condition. Thirteen (65%) of the 20 PTSD subjects 
and 12 (67%) of the 18 control subjects were respond- 
ers, suggesting no appreciable differences between 
groups in responsivity to the startle paradigm. 


RESULTS 


For the 25 responders, eyeblink EMG amplitudes 
for the six different acoustic intensities were analyzed 
by the nonparametric Mann-Whitney U test, as vari- 
ances were quite heterogeneous across the PTSD and 
control groups. Startle reactivity data for the two 
groups are presented in figure 1. The two groups were 
not significantly different in eyeblink EMG amplitude 
in the 85-dB(A) and 90-dB(A) conditions, but the 
PTSD group exhibited significantly higher eyeblink 
EMG amplitudes than the control group at 95 dB(A) 
(U=123, N=25, p=0.01) and 100 dB(A) (U=124, N= 
25, p=0.01). While the PTSD group continued to mani- 
fest higher EMG amplitude than the control group in 
the 110-dB(A) and 116-dB(A) conditions, these differ- 
ences did not achieve significance at the designated 
alpha criterion of p=0.01 (corrected for familywise 
error rates). The 85-dB(A) prepulse effectively reduced 
the startle response to the subsequent 116-dB(A) stim- 
ulus in both the PTSD and control groups; mean+ 
SD=65.0% +28.9% and 40.0% + 86.7%, respectively. 
Within each group, these amounts of prepulse inhibi- 
tion were statistically reliable (binomial probability, 
p<0.001). The two groups did not differ significantly 
on this measure of prepulse inhibition. 

In the second component of the test session, no sig- 
nificant differences were found between the two 
groups of subjects in their response to tactile startle 
stimuli. In this component only two subjects in each 
group were nonresponders (i.e., eyeblink EMG ampli- 
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tude<8 units, or 120 aV, in response to the air puffs). 
For the remaining subjects, the mean+SD responses to 
the 20 tactile trials were 32.6+32.1 and 32.4+23.5 
units for the PTSD and control groups, respectively. 
Comparable results were found when only the subjects 
who were responders in the acoustic component were 
examined (PTSD group, 41.5+33.7 units; control 
group, 33.5+26.1 units). Similarly, both groups exhib- 
ited robust amounts of prepulse inhibition: the 85- 
dB(A) prepulse inhibited the response to the air puffs 
by 63.4%+29.2% in the PTSD group and 41.6% + 
38.8% in the control group (binomial probability for 
each group, p<0.01). These group means did not differ 
significantly. 

Within the PTSD group, the acoustic startle re- 
sponders and nonresponders were compared on the 
Scale for the Assessment of Negative Symptoms to de- 
termine whether nonresponsivity to the startle para- 
digm was associated with negative symptoms such as 
greater levels of emotional numbing, withdrawal, and 
affective blunting. This difference approached signifi- 
cance (U=71, N=25, p=0.04), with the responders 
showing evidence of more negative symptoms (mean+ 
SD=13.9411.0) than the nonresponders (4.9+4.2). 
The difference between the acoustic startle responders 
and nonresponders also approached statistical signifi- 
cance (U=69, N=25, p=0.07) on the Scale for the 
Assessment of Positive Symptoms, with the responders 
having a higher mean+SD score (8.4+6.4) than the 
nonresponders (2.9+3.9), indicating greater levels of 
perceptual aberration and atypical thought. 


DISCUSSION 


The results of this study provide empirical evidence 
for increased startle reactivity in a subgroup of veter- 
ans with chronic, combat-related PTSD. It appears 
that the startle threshold for acoustic stimuli may be 
reduced in PTSD. The significant differences between 
the PTSD and control groups were found with 95- and 
100-dB(A) acoustic stimuli; neither lower nor higher 
intensities resulted in statistically reliable differences in 
startle response magnitudes. There was a trend, how- 
ever, for the PTSD group to respond with exaggerated 
responses to the more intense acoustic stimuli. With 
tactile stimuli, the two groups exhibited virtually iden- 
tical startle response magnitudes. This unexpected re- 
sult may be a reflection. of stimulus-specific increased 
startle reactions in persons with combat-related PTSD. 
This interpretation has clinical appeal, since many vet- 
erans report that auditory stimuli, such as an automo- 
bile “backfire,” will result in an exaggerated startle 
response. An alternative hypothesis, however, may be 
that as the strength of the eliciting stimuli increases, all 
subjects begin to show exaggerated startle responses. 
Thus, nonsignificant differences between the groups on 
the relatively strong tactile stimuli may be consistent 
with the lack of statistically significant differences 
in response to the more intense acoustic stimuli. Fur- 
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ther research will be required in order to address these 
possibilities. 

In both the acoustic and tactile components of the 
test session, an 85-dB(A) prepulse stimulus was effec- 
tive in inhibiting the startle response. These results 
confirm that there was no difference between groups in 
subjects’ ability to perceive and respond to the 85- 
dB(A) noise bursts. Although we had screened all sub- 
jects for hearing difficulties, the demonstration of pre- 
pulse inhibition confirms the sensitivity of the subjects 
to stimuli that were qualitatively similar to those used 
to elicit startle responses in the same test session. 
Hence, the differences in the responses of the PTSD 
and control groups to 95- and 100-dB(A) stimuli are 
unlikely to have been due to differences in hearing 
thresholds. More detailed analyses using larger sam- 
ples and startle responses in a measurable physiologi- 
cal paradigm such as ours will be needed to confirm 
the specificity of the apparent change in acoustic startle 
response threshold. It is too early to state whether the 
measure we used will have diagnostic utility, although 
the results are encouraging. Before criterion cutoff lev- 
els of startle reactivity can be determined, we need to 
extend the database and cross-validate the findings of 
this study. Nevertheless, our results provide initial ev- 
idence to support the exaggerated startle responses re- 
ported by many patients with combat-related PTSD. 

In addition to the data on startle reactivity, the issue 
of responsivity to the startle paradigm in PTSD may be 
of interest. Research on unmedicated schizophrenic 
subjects (23) has suggested that physiological nonre- 
sponsivity to measures such as skin conductance tends 
to be associated with more negative symptoms (e.g., 
affective blunting, social withdrawal). To the extent 
that nonresponsivity on the startle paradigm might 
mirror other physiological modalities, PTSD appears 
to be characterized by a converse phenomenon. Spe- 
cifically, the PTSD subjects in this study who were 
responders tended to have a greater degree of negative 
symptoms than the nonresponders. It should be noted 
that the responders and nonresponders were not sig- 
nificantly different on other variables, including self- 
report about substance abuse. 

The fact that the PTSD responders manifested an 
exaggerated startle response and a strong trend toward 
more positive symptoms (e.g., perceptual aberration, 
atypical thought) is quite consistent with Kolb’s hy- 
pothesis (9) that a subgroup of patients with chronic, 
combat-related PTSD have persistent emotional hyper- 
responsivity and perceptual abnormalities. Kolb also 
proposed that central adrenergic overactivity might 
mediate these symptoms, and our results provide indi- 
rect support for this possibility. Certainly, central cat- 
echolaminergic neurotransmitters have been impli- 
cated in the modulation of startle reactivity in animal 
studies (24, 25). Our inferences, however, assume that 
startle responsivity is correlated with other indexes of 
physiological responsivity. This is a speculation that 
needs empirical verification. The relationship between 
physiological variables and symptom clusters in PTSD 
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appears to be complex, but our results suggest that this 
relationship may be meaningful. Continued data col- 
lection, including neurotransmitter metabolite meas- 
urements, may be fruitful. | 

Several cautions should be raised ‘regarding our re- 
sults. We purposely restricted the number of statistical 
comparisons and raised the alpha level to help com- 
pensate for familywise error rates. Nevertheless, the 
sample size was modest, and the results need to be 
replicated. Additionally, we attempted to ensure that 
our control group had been exposed to combat, and all 
subjects reported some degree of combat involvement. 
The PTSD group, however, had significantly greater 
combat exposure than the control group, and this re- 
mains a potential confounding factor. As our work has 
progressed, we have also become increasingly dissatis- 
fied with simple self-report about substance abuse; 
thus, we do not think that questions of how alcohol 
and other drug abuse might have influenced our results 
were adequately addressed. More sophisticated and 
detailed measures of substance abuse are needed to 
answer these questions. 

Finally, we are again struck by the apparent high 
base rates of PTSD in Vietnam combat veterans who 
are not psychiatrically hospitalized. In this study ap- 
proximately 50% of the subjects met the DSM-III-R 
criteria for PTSD. Previous studies (3, 26) have also 
documented the high prevalence of PTSD in outpatient 
and nonpsychiatric veterans. It is important to attempt 
to collect information on Vietnam veterans with high 
combat exposure who do not have PTSD to fully un- 
derstand etiological factors in this disorder. 
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Left Prefrontal Glucose Hypometabolism 
in the Depressed State: A Confirmation 
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Jean-Damien Huret, M.D., Bernard Mazoyer, M.D., Ph.D., Dominique Attar-Levy, M.D., 
Sabina Pappata, M.D., and André Syrota, M.D., Ph.D. 


The resting-state cerebral metabolic rates for glucose 
of 10 severely depressed patients (seven bipolar and 
three unipolar) were compared, before and after treat- 
ment with tricyclic antidepressants, to those of 10 con- 
trol subjects of similar age by means of positron emis- 
sion tomography and the fluorodeoxyglucose method. 
Significant left-right prefrontal asymmetry was present 
in the patients before but not after successful treat- 
ment, suggesting that medication can reduce this asym- 
metry. Also, significant hypofrontality and whole-cor- 
tex hypometabolism were found in the patients in the 
depressed state and persisted in the treated state, de- 
spite clinical improvement, suggesting that these ab- 
normalities are not state dependent. 

(Am J Psychiatry 1990; 147:1313-1317) 


ecently, a reduction in prefrontal cortex relative 

glucose metabolism, consistently found in the left 
dorsal anterolateral prefrontal cortex, was reported in 
a study of three types of depression with positron emis- 
sion tomography (PET) (1). A significant increase in 
relative metabolism was found in the left dorsal an- 
terolateral prefrontal cortex, but not in the right, after 
successful treatment of depression. The same investi- 
gators had previously pointed out (2) whole-brain hy- 
pometabolism in bipolar depressed patients and left 
frontal hypometabolism in a subgroup of unipolar de- 
pressed patients; these modifications tended to dimin- 
ish in the euthymic state. Other authors have reported 
bilateral relative hypofrontality in bipolar depressed 
patients (3), relative hypometabolism of the caudate 
nuclei in unipolar depressed patients (2, 3), and rela- 
tive hypometabolism in the right temporal lobes of 
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patients with affective disorders (4). Such pioneering 
studies need to be replicated. 

These findings of 1) reduction in left prefrontal me- 
tabolism, 2) relative hypofrontality, 3) whole-brain hy- 
pometabolism, and 4) relatively lower metabolism in 
the striata and temporal regions were taken as our 
basic hypothesis. To try to replicate these results, we 
undertook a study of severely depressed patients 
with the PET and [*®F]fluorodeoxyglucose method. 
Patients were studied first in the depressed state and 
then after they had been treated with the usual tricyclic 
antidepressants. 


METHOD 
Subjects 


The inclusion criteria for the study were 1) age be- 
tween 25 and 70 years, 2) presence of a major depres- 
sive episode according to DSM-III criteria, and 3) a 
score of less than —20 on the Newcastle Depressive 
Scale (5) and a score of more than 21 on the Mont- 
gomery and Asberg Depression Rating Scale (6). The 
exclusion criteria were 1) ECT in the previous 12 
months, 2) pregnancy or a postpartum depressive ep- 
isode, and 3) substance abuse. The protocol was ap- 
proved by the ethical committee of the French atomic 
energy commission, and informed consent was ob- 
tained in all cases. 

Ten depressed inpatients (five men and five women), 
whose mean+SD age was 49+15 years, were selected 
after their admission to a hospital psychiatric depart- 
ment. Seven patients fulfilled the DSM-III criteria for 
bipolar disorder, depressed, and three for major de- 
pression, recurrent. All of the patients were considered 
to be right-handed on the basis of information from a 
laterality questionnaire (7). Of the 10 patients, eight 
met the DSM-III criteria for melancholia. 

The mean+SD scores on the clinical scales, rated by 
two psychiatrists (J.-L.M. and P.H.) on the day of the 
first PET study, were -32.30+8.52 on the Newcastle 
scale, indicating an “endogenous” depressive episode, 
and 56.60+6.00 and 36.40+6.55, respectively, on the 
Hamilton Rating Scale for Depression (National Insti- 
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tute of Mental Health 1967 version, 26 items) and the 
Montgomery and Asberg scale, indicating severe de- 
pressive symptoms. 

As a prolonged drug washout is not ethical in man- 
aging severely depressed patients, the first PET study 
was performed within 5 days after the patients were 
included in the protocol. At the time of the first PET 
study, five patients were receiving: benzodiazepines 
(clorazepate, 40—150 mg/day); one patient was receiv- 
ing clomipramine, 200 mg/day, and, chlorpromazine, 
50 mg/day; and one patient was receiving viloxazine, 
500 mg/day. Three patients had interrupted a previous 
inefficient tricyclic treatment for at least 8 days. 

At the time of the second PET study, all patients had 
been treated in the psychiatric department for a 
mean+SD of 4.5+1.2 weeks. Seven patients received 
amitriptyline, 100—200 mg/day, and three patients re- 
ceived clomipramine, 150-225 mg/day. Because of 
clinical conditions, other medications were allowed: 
six patients received clorazepate, 20-50 mg/day; two 
patients received temazepam, 10 mg/day; and one pa- 
tient received bromazepam, 9 mg/day. 

Depressive symptom ratings on the day: of the sec- 
ond PET study were significantly lower, indicating suc- 
cessful treatment: the mean+SD Hamilton depression 
score was 32.30+11.45 (t=5.94, df=18, p<0.001), 
and the Montgomery and Asberg | ‘depression scale 
score was 11.20+13.52 (t=5.30, df=18, p<0.001). 

The patients were compared to 10 normal control 
subjects (six men and four women), all right-handed 
(7), recruited from the hospital staff. Their mean+SD 
age (38+11 years) was not significantly different from 
that of the patients (t=1.64, df=18, n.s.). The control 
subjects were screened with a physical examination, 
laboratory chemistry studies, and a psychiatric inter- 
view. All were free of physical or psychiatric problems. 


PET Methodology 


Regional cerebral metabolic rates for glucose, ex- 
pressed in milligrams per 100 milliliters per minute, 
were measured with the [!8F|fluorodeoxyglucose tech- 
nique applied to PET according to a method described 
elsewhere (8). PET studies were performed with a 
LETI TTVO1 positron camera, which provided seven 
simultaneous cerebral slices parallel to the orbito- 
meatal line with in-plane resolution and a slice thick- 
ness of 13 mm, full width, half-maximum. The sub- 
jects were studied while they were at rest, with their 
eyes closed and their ears unplugged. Their heads were 
positioned in the head holder with reference to a laser 
beam system. Measurements of the head-holder posi- 
tion and of the subject’s head with respect to the laser 
beams were recorded to ensure accurate repositioning 
in the second study. 

A three-step standardized srocedure was applied for 
regional PET data analysis. The first two steps—selec- 
tion of the planes and the regions-of-interest position- 
ing procedure—were performed blind to the subjects’ 
condition and have been previously described (8). In 
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addition, the regions of interest defined on each plane 
of a subject’s first scan images were transferred auto- 
matically to the matching plane of the second scan 
images. 

The third step was the definition of cortical func- 
tional regions. Using an atlas (9), we assigned an an- 
atomic location to each region of interest in a given 
plane, so that data from several regions of interést in 
different planes thought to belong to the same func- 
tional cortical area could be pooled (figure 1). Only a 
few circular regions of interest remained unused; the 
reliability of their cortical assignment was question- 
able. The functional cortical regions defined were 1) 
the prefrontal region, including the heteromodal cor- 
tex of Brodmann’s areas 9—12 and 44—46; 2) the me- 
diofrontal region, including the anterior cingulate gy- 
rus; 3) a temporal region, including Brodmann’s areas 
21 and 22; 4) an auditory temporal region (areas 41 
and 42); 5) a sensorimotor region, including the mid- 
dle inferior parts of Brodmann’s areas 1—4 and 6; and 
6) a posterior parietotemporo-occipital region, includ- 
ing Brodmann’s areas 39 and 40 and the adjacent parts 
of areas 19 and 37. 


Statistical Analysis 


According to the hypothesis we formulated, the fol- 
lowing variables were tested: ratio of right-to-left met- 
abolic rates for glucose in the prefrontal and temporal 
regions, bilateral normalized metabolic rates (ratio of 
region to whole cortex) in the whole frontal, striatal, 
and temporal regions, and whole-cortex metabolic 
rates. For each variable, the control group was com- 
pared to the patients, in both the depressed and the 
treated states, by means of two-tailed Dunnett t tests. 
When one of the selected variables was found to differ 
significantly between the control group and the patient 
groups, we subsequently used a one-tailed paired t test 
to compare this variable in the patients when de- 
pressed and when treated, since the results of the pre- 
vious comparison to the control subjects, which were 
consistent with the hypothesis based on the literature 
findings (1—4), established clear expectations about the 
direction of the changes from the depressed state to the 
treated state. 

All statistical comparisons were performed using 
the BMDP statistical package (10) on a VAX 8350 
computer. 


RESULTS 


For the prefrontal cortex, the right-left ratio of the 
patients when depressed (mean+SD=1.02+0.03) was 
significantly different from that of the control subjects 
(0.99+0.01) (Dunnett’s test, p<0.05) and from that of 
the patients when treated (0.99+0.03) (paired t=1.90, 
df=9, p<0.05). There was no difference between the 
control subjects and the treated patients (Dunnett’s 
test, p=1.00). The higher right-left prefrontal cortex 
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FIGURE 1. Projection of Regions of Interest in a Study of Cerebral Metabolic Rates for Glucose on a Cytoarchitectural Map of the Convex 


Surface of the Human Cortex According to Brodmann? 
























== 7 ; X X plane V 

FE NNN ARN = 
OM + 55 2 ' $ XNA 5 ee plane IV 

3 se e etre [WS NK 

Bis Re Gl a EE CRO bee 
OM + 40 _____ i ES Bt Re NYS E plane II 

10 BONS 
OM + 25 _____\5 4 TEN plane IL 

EER IL hed BEIA (SENN S 
Lo Nan 
OMF- TOS , 

J NE plane I 


FRONTAL CORTEX 43 





MEDIO PREFRONTAL SENSORY- 
FRONTAL CORTEX MOTOR 
CORTEX CORTEX 


*“OM=orbitomeatal line (+10 mm, +25 mm, etc.). 


ratio in the depressed patients was due to lower me- 
tabolism in the left prefrontal region (mean+SD re- 
gional cerebral metabolic rate for glucose=4.53+0.93 
mg/100 ml per minute) than in the right (4.65+0.94 
mg/100 ml per minute). Moreover, the absence of 
asymmetry in the prefrontal cortex in the treated state 
was due to an increase in metabolism from that of the 
depressed state, more marked in the left prefrontal cor- 
tex (4.87+1.18 mg/100 ml per minute) than in the 
right (4.84+1.10 mg/100 ml per minute). 

No significant right-left asymmetry was found in the 
temporal cortex. The mean+SD right-left ratio for the 
temporal cortex was 1.00+0.04 for the control sub- 
jects, 1.00+0.04 for the patients in the depressed state, 
and 1.00+0.07 for the patients in the treated state. 

Normalized whole frontal metabolism was signifi- 
cantly lower in the patients, both in the depressed state 
(mean+$D=1.01+0.02) (Dunnett’s test, p<0.05) and 
in the treated state (1.00+0.02), than in the control 
subjects (1.04+0.02). There was no significant differ- 
ence between the two states of the patients (paired 
t=—1.07, df=8, p=0.15). 

No significant difference in normalized metabolic 
rate for glucose was found in the striatal and temporal 
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regions. The normalized rate for the striatal regions 
(mean+SD) was 1.09+0.08 in the control subjects and 
1.15+0.16 and 1.09+0.12 for the patients in the de- 
pressed and treated states, respectively. In the temporal 
regions, the rates were 0.91+0.03 in the control sub- 
jects, 0.94+0.04 in the patients when depressed, and 
0.94+0.04 in the treated patients. 

Finally, the mean+SD whole-cortex metabolic rate 
for glucose was lower in the patients both in the de- 
pressed state (4.58=0.94 mg/100 ml per minute) 
(Dunnett’s test, p<0.01) and in the treated state 
(4.88+1.10 mg/100 ml per minute) (Dunnett’s test, 
p<0.05) than in the control subjects (6.41+1.30 mg/ 
100 ml per minute). There was no difference between 
the patients when depressed and the patients when 
treated (paired t=1.10, df=9, p=0.15). 

Correlations between clinical scores and regional met- 
abolic rates were subsequently investigated through step- 
wise regression analysis. We searched for correlations of 
scores with the left prefrontal cortex metabolic rate, as 
the increase of metabolism in this region accounted for 
the disappearance of the prefrontal asymmetry observed 
in the patients from the depressed to the treated state. 
Because of the small size of the sample, searching for all 
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possible correlations was not possible without encoun- 
tering a high probability of type I error. On the basis of 
these considerations, we made an a priori selection of a 
limited number of clinical scores to use in the analysis 
(from the Hamilton scale: slowness, mood, ideas of sui- 
cide, and total score; from the Montgomery and Asberg 
scale: weariness, concentration difficulties, sadness, and 
total score). A significant correlation was observed for 
the Hamilton ideas of suicide score (r=0.60, df=8, 
p<0.04). 


DISCUSSION 


Because of the intensity of the depressive symptoms 
in our patients, a complete drug washout was impos- 
sible and would have been unethical. This was bal- 
anced by the opportunity to study severely depressed 
patients, unlike other studies, where drug-free patients 
could be studied but were in only a moderately de- 
pressed state (1, 2). 

The influence of the psychotropic medications on 
the whole-cortex metabolic rate at the time of the first 
PET study cannot be entirely ruled out, but the five 
patients receiving benzodiazepines at that time did not 
differ significantly from the other five patients, either in 
whole-cortex metabolic values (mean+SD=4.32+ 
1.28 and 4.32+0.47 mg/100 ml per minute, respec- 
tively) (t=0.85, df=8, n.s.) or in whole frontal nor- 
malized values (1.01+0.02 and 1.01+0.02 mg/100 ml 
per minute, respectively). Furthermore, we know of no 
PET study that has reported prefrontal asymmetry re- 
lated to chronic treatment with psychotropic drugs, 
Also, other investigators have found a different distri- 
bution of cerebral metabolism related to benzodiaze- 
pine treatment than the distribution we observed in 
our patients. Buchsbaum er al. (11) pointed to a de- 
crease in glucose metabolic rate in the posterior corti- 
cal regions and a relative increase in the basal ganglia 
durin clorazepate treatment. Mathew et al. (12) ob- 
served a decrease in right hemisphere cerebral blood 
flow after acute administration mp diazepam to normal 
volunteers, but in our study we observed left-right rel- 
ative hypometabolism in the depressed state, and the 
disappearance of this frontal asymmetry in the treated 
state was due to an increase in glucose utilization in the 
left prefrontal region and not to a decrease in the right 
Ba MN region, which would have been expected if 
there had been only an effect of benzodiazepines. 
Moreover, Sackeim et al. (13) recently reported a re- 
duction in global cortical blood flow in depressed sub- 
jects that they could not attribute to benzodiazepine 
treatment. 

Another methodological point is ‘the test-retest vari- 
ability, which was not explored in our control subjects 
for practical and ethical reasons. However, the coeffi- 
cient of variation of the right-left regional metabolism 
ratios in our control group was found to be 2%, mean- 
ing that the test-retest intrasubject variability had to be 
smaller than 2% in the control subjects. Based on pa- 
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tients’ data, and assuming no treatment effect on re- 
gional metabolism rate in the temporal cortex, the test- 
retest intrasubject variability of the right-left ratio in 
the temporal cortex was found to be 0.5%. This vari- 
ability includes errors due to repositioning. 

Nevertheless, our findings, obtained from a small 
sample of screened depressed patients, agree with 
those of several previous PET studies of depressed sub- 
jects. First, the left-right relative asymmetry of the pre- 
frontal cortex found in the patients in this study during 
the depressive state, and reversible in the treated state, 
is a finding interestingly analogous to the temporary 
reduction of left dorsal prefrontal cortex glucose me- 
tabolism in depressed subjects recently pointed out by 
Baxter et al. (1). Such results actualize the theories of 
cerebral hemisphere functioning in depression (14) and 
would denote a decrease in the analytic and organizing 
abilities of the left prefrontal regions during the de- 
pressive state. The correlation that we observed be- 
tween left prefrontal metabolic rate and score on the 
ideas of suicide item on the Hamilton scale must, how- . 
ever, be considered with caution in so small a sample 
and needs replication before any definitive conclusion 
can be drawn. 

Our finding of normalized whole frontal cortex hy- 
pometabolism in our patients is congruent with the 
findings of Mayberg et al. (15) and with the results of 
Baxter et al. (1) and Buchsbaum et al. (3). In addition, 
the whole-cortex absolute hypometabolism we ob- 
served is comparable to the findings of Baxter et al. (2) 
in bipolar, depressed and mixed, patients and is anal- 
ogous to the decrease in global cortical blood flow 
recently reported (13) in 41 depressed patients. How- 
ever, the whole-cortex absolute hypometabolism per- 
sisted in our patients when they were studied in the 
treated state. Although the metabolic rates for glucose 
for the whole cortex were slightly higher in the patients 
when they were treated than when they were in the 
depressed state, the difference did not reach a signifi- 
cant level. This can be put in perspective by noting 
preliminary findings (13) that after a course of ECT, 
further lowering of global cortical blood flow is found 
in recovering patients. Those findings suggest that clin- 
ical recovery is not necessarily accompanied by nor- 
malization of the whole-cortex hypometabolism, at 
least after the psychotropic treatment we used and af- 
ter treatment with ECT. The relative hypofrontality 
also persisted in our patients in the treated state. 

In conclusion, the data from this study suggest that 
the disappearance of left-right prefrontal asymmetry 
from the depressed to the treated state relates to the 
effects of medication (mainly tricyclic antidepressants) 
or to clinical improvement. However, the persistence 
of relative hypofrontality and of whole-cortex hy- 
pometabolism do not appear to be state dependent. 
Consequently, this persistence should be studied with a 
longer interval between studies in order to determine 
whether these abnormalities are related to episode or 
trait factors. 
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Platelet MAO Inhibition, Urinary MHPG, 


and Leukocyte B-Adrenergic Receptors in Depressed 
Patients Treated With Phenelzine 


Rajiv P. Sharma, M.D., Philip G. Janicak, M.D., Javaid I. Javaid, Ph.D., 
Ghanshyam N. Pandey, Ph.D., Benedict Gierl, M.D., and John M. Davis, M.D. 


The authors investigated three biochemical in- 
dices of peripheral catecholamine activity in 36 de- 
pressed inpatients treated with the monoamine oxidase 
(MAO) inhibitor phenelzine. Platelet MAO activity, 
urinary excretion of 3-methoxy-4-hydroxyphenyl- 
glycol (MHPG), and leukocyte B-adrenergic receptor 
functions were measured before and during the 4th 
week of phenelzine treatment. There were significant 
reductions in platelet MAO activity, urinary MHPG 
excretion, and depressive symptoms in all of the pa- 
tients. Responders had the same decrease in MHPG as 
nonresponders. There were no changes in leukocyte B- 
receptor function in a small subgroup of the patients. 

(Am J Psychiatry 1990; 147:1318—1321) 


he monoamine oxidase inhibitors (MAOIs) have 

reemerged as important antidepressants. The in- 
hibition of monoamine oxidase (MAO), partially re- 
sponsible for the breakdown of neurotransmitters such 
as norepinephrine and serotonin, presumably produces 
higher neurotransmitter concentrations in the synaptic 
cleft near the postsynaptic receptor. We measured the 
effect of phenelzine treatment on platelet MAO activ- 
ity, the urinary excretion of the norepinephrine metab- 
olite 3-methoxy-4-hydroxyphenylglycol (MHPG), and 
the leukocyte B-adrenergic receptor response. 

There is consistent evidence that tricyclic antidepres- 
sants lower MHPG excretion. Early studies found that 
pretreatment urinary MHPG levels could predict re- 
sponse to the tricyclic antidepressants; subjects with 
low MHPG excretion improved when given imipra- 
mine, and subjects with normal to high MHPG excre- 
tion responded to amitriptyline (1, 2). However, cross- 
validation studies have yielded mixed results (3). There 
is limited information from several small-sample stud- 
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ies on urinary MHPG levels predicting response to 
MAOIs. For example, an early study (4) found that 
pretreatment MHPG levels were unable to predict clin- 
ical response in 12 depressed patients treated with 
phenelzine, although the patients’ urinary MHPG val- 
ues were markedly lower after 4 weeks of treatment. 
By contrast, a more recent study (5) found that pa- 
tients with low urinary MHPG levels (less than 1500 
ug/ml) responded better to the MAO-A specific inhib- 
itor moclobemide. 

Chronic administration of MAOIs and tricyclic an- 
tidepressants produces B-adrenergic receptor down- 
regulation in the rat brain (6). We examined the effects 
of phenelzine on leukocyte B-adrenergic receptors as 
measured by the activity of adenylate cyclase in the 
presence and absence of the agonists norepineph- 
rine (norepinephrine-stimulated adenylate cyclase) and 
isoproterenol (isoproterenol-stimulated adenylate cy- 
clase). To our knowledge, the effect of MAOIs on the 
leukocyte B-adrenergic receptor/adenylate cyclase sys- 
tem in humans has not been studied previously. 

Our objectives were 1) to examine whether low 
MHPG levels predicted an antidepressant response to 
phenelzine, 2) to examine whether the reduction in 
MHPG excretion produced by phenelzine correlated 
with clinical response, and 3) to explore the direct ef- 
fects of phenelzine on the function of the leukocyte 
B-adrenergic receptor. We studied patients after a 
drug-free washout period and measured platelet MAO 
inhibition, urinary MHPG levels, and leukocyte B-ad- 
renergic receptor function at baseline and after a fixed 
period of phenelzine treatment. 


METHOD 


Our subjects were 36 depressed patients who re- 
quired hospitalization for acute exacerbation of their 
affective illness. Twenty-three of the patients were 
women, and 13 were men; their mean+SD age was 
49.6+15.36 years. After providing informed consent, 
all 36 patients went through a drug-free washout pe- 
riod in the hospital. For a mean of 15.6+7.2 days all 
psychotropic medications were stopped, with the ex- 
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ception of an occasional dose of 500 mg of chloral 
hydrate. All patients were given a low-monoamine diet. 
According to Research Diagnostic Criteria (RDC), 27 
of the patients had major depressive disorder; four had 
bipolar disorder, depressed phase; and five had minor 
depression. Diagnoses were derived by consensus be- 
tween two trained independent raters using informa- 
tion from all available sources. The 21-item Hamilton 
Rating Scale for Depression and the Global Assess- 
ment Scale (GAS) were also completed by trained rat- 
ers. Interrater reliability based on total Hamilton scale 
scores and computed by intraclass correlation coeffi- 
cient for independent raters was 0.95. 

While still blind to biochemical values, we catego- 
rized the patients as responders or nonresponders on 
the basis of a 30% or more improvement from pre- 
treatment in Hamilton scale and/or GAS scores after a 
minimum of 4 weeks of phenelzine treatment (the Af- 
fective Disorders Rating Scale score [7] was used in 
two patients). There was a significant decrease in de- 
pressive symptoms as measured by mean Hamilton de- 
pression scale score in all of the patients remaining in 
the study at the 4th week of treatment (t=2.03, df=30, 
p=0.05). Fifteen patients were responders (i.e., their 
mean improvement in Hamilton scale score during 
week 4 was 38.5%), and 16 were nonresponders (their 
mean change in Hamilton scale score during week 4 
was ~7.5%). Responders and nonresponders differed 
significantly in their pretreatment (23.9 versus 30.9, 
t=2.64, df=29, p<0.02) and posttreatment (15.5 ver- 
sus 32.9, t=5.41, df=29, p<0.001) Hamilton scale 
scores. Thus, responders started with lower scores and 
improved with treatment, but the more severely de- 
pressed nonresponders actually deteriorated after 
treatment. Responders and nonresponders did not dif- 
fer in the dose of phenelzine received during the 4th 
week (50.62 mg/day versus 52.50 mg/day, respective- 
ly). Of the five patients with minor depression, two 
were responders, two were nonresponders, and one 
did not complete the study, and their pretreatment 
Hamilton scale scores, reflective of initial severity, did 
not differ significantly from the scores of the rest of the 
patients (21.4 versus 28.2, respectively). 

After the drug washout period, blood samples were 
obtained in the morning before breakfast for the meas- 
urement of platelet MAO activity and leukocyte B-ad- 
renergic receptor response to norepinephrine and iso- 
proterenol. Twenty-four-hour urine samples were also 
obtained under close monitoring to ensure a complete 
collection. These samples were measured for volume, 
creatinine, and MHPG excretion; incomplete collec- 
tions were discarded. Phenelzine was administered in 
an open design with starting doses between 30 and 60 
mg/day, which were increased after the first 2 weeks to 
doses of up to 90 mg/day when tolerated or until MAO 
inhibition of at least 80% was achieved. Of the 36 
patients who entered the study, 32 completed 4 weeks 
of treatment with phenelzine; their mean+SD dose 
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during the 4th week was 51.6+10.73 mg/day. Bio- 
chemical and behavioral measures were repeated dur- 
ing the 4th week of treatment. 

Platelet MAO activity was measured in 35 patients 
before and 32 patients after treatment, by a modifica- 
tion of a radiometric method using the substrate 
[‘*C]tyramine (8). Results are expressed as nanomoles 
of substrate (tyramine) metabolized per mg platelet 
protein/hour. Pretreatment platelet MAO activity was 
significantly greater in women than in men (t=2.7, 
df=33, p<0.01). 

Leukocyte adenylate cyclase (as a measure of B-ad- 
renergic receptor response) was analyzed in 18 patients 
after isolation of their leukocytes (9). Adenylate cy- 
clase was determined according to the methods de- 
scribed by Pandey et al. (10). Briefly, intact leukocytes 
were incorporated with [H] adenine and then stimu- 
lated in the presence or absence of norepinephrine or 
isoproterenol (1074M). The PH] cAMP formed was 
isolated and quantitated, and results are expressed as 
percent of conversion of total incorporated [*H]-nu- 
cleotides to [7H] cAMP. Urinary MHPG was measured 
by gas-liquid chromatography (11). Adequate samples 
were obtained in 28 patients before and 23 patients 
after treatment. MHPG values are given as the total 
24-hour excretion as well as a ratio of MHPG to ex- 
creted creatinine (MHPG/creatinine). 

In addition to computing Pearson product-moment 
correlation coefficients, we also used partial correla- 
tions and probit regression to hold constant the effects 
of psychotic status on response. Data analyses were 
also performed after excluding the five patients with 
minor depression to remove any possible bias from this 
group. All probability values are two-tailed. 

Analysis of data frequently requires a series of esti- 
mates (or tests) to examine a particular hypothesis. To 
ensure an experiment with a type I error rate of 5%, 
the significance level of each individual comparison or 
association can be adjusted by using the Bonferroni 
method. For example, if five statistical tests are per- 
formed, to obtain an overall confidence level of 1—a, 
we must use an individual comparison type I error rate 
of a/5. The Bonferroni correction is overly conserva- 
tive and perhaps not meaningful when measures are 
highly correlated, such as the transformation of 
MHPG/24 hours to a ratio of MHPG to excreted cre- 
atinine or the reanalysis of the same data after exclud- 
ing a few subjects. 


RESULTS AND DISCUSSION 


Phenelzine treatment markedly decreased the pa- 
tients’ mean platelet MAO activity from its pretreat- 
ment value of 30.4 to 3.61 nmol of tyramine metabo- 
lized/mg protein per hour during the 4th week of 
phenelzine administration (i.e., 88% platelet MAO in- 
hibition). There were no significant correlations be- 
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DEPRESSED PATIENTS TREATED WITH PHENELZINE 


TABLE 1. Behavioral and Biochemical Measures in 36 Depressed 
Inpatients Treated With Phenelzine 


Pretreatment Posttreatment 

Measure Mean SD Mean SD 
MAO activity (nmol of 

['*C]tyramine metabo- 

lized/mg protein per 

hour)* 30.16 13.60 a 245 
MHPG excretion (ug/ml)? 1323.40 718.64 851.65 615.90 
MHPG/creatinine ratio“ 1.45 0.72 0.95 0.69 
Norepinephrine-stimu- 

lated cAMP production 

(%)* 0.54 0.30 060 0.39 
Isoproterenol-stimulated 

cAMP production (%)* 0.64 0.36 0.65 0.36 


“The posttreatment mean value was significantly lower than the 
pretreatment mean value in the 31 valid pairs (t=11.3, df=30, 
p<0.001, paired t test). 
>The posttreatment mean value was significantly lower than the 
pretreatment mean value in the 23 valid pairs (t=2.94, df=22, 
p=0.008, paired t test; Bonferroni p=0.02). 
“The posttreatment mean value was significantly lower than the pre- 
treatment mean value in the 23 valid pairs (t=2.81, df=22, 
=0.01, paired t test; Bonferroni p=0.02). 
Conversion observed of total incorporated [*H]-nucleotides to [°H] 
cAMP over the basal activity in the presence of norepinephrine or 
isoproterenol. 


tween pretreatment values of either MHPG or B-ad- 
renergic receptor response and age, sex, duration of 
washout period, baseline MAO activity, or Hamilton 
depression scale scores. 

Phenelzine induced a significant decrease in the post- 
treatment urinary MHPG excretion and the MHPG/ 
creatinine ratio (see table 1). When patients with mi- 
nor depression were excluded, the decrease in urinary 
MHPG (t=2.50, df=19, p=0.02) and the MHPG/cre- 
atinine ratio (t=2.20, df=19, p=0.04) remained sig- 
nificant. These results confirm previous reports dem- 
onstrating decreased urinary MHPG excretion in 
response to MAOI administration (4, 5, 12). 


Clinical Relationship of Phenelzine-Induced MHPG 
Decrease 


Decreases in the Hamilton scale scores were not sig- 
nificantly correlated with decreases in either MHPG 
(r=0.15, N=22, n.s.) or the MHPG/creatinine ratio 
(r=0.20, N=22, n.s.). This replicates the finding of 
Beckman and Murphy (4), who found no correlation 
between decreases in depression ratings and reductions 
in MHPG. Stefanis et al. (5) did not report specific 
information on this relationship. 

Because we had previously found that psychotically 
depressed inpatients did not respond to phenelzine 
(13), we used a probit regression to control for psy- 
chotic status and found that even after psychosis was 
taken into account, response status was still not pre- 
dicted by the decrease in either MHPG or MHPG/ 
creatinine ratio (x*=0.01 and y7=0.12, respectively, 
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df=1, n.s.). Further, when we partialed out the effect 
of psychotic status, the decrease in MHPG or MHPG/ 
creatinine ratio failed to significantly predict decreases 
in Hamilton depression scale rating (partial correla- 
tions=0.31 and 0.26, respectively). 

It is possible that nonresponse to MAOI may be due 
to mechanisms unrelated to MAO activity. Thus, we 
may see a correlation between the biochemical effect of 
MAOIs on MHPG and the degree of clinical change in 
our group of responders only. Therefore, we examined 
the responders separately and, indeed, found that the 
percent decrease in the Hamilton scale score was cor- 
related with the percent decrease in both MHPG 
(r=0.65, N=10, p=0.04; Bonferroni p=0.24) and the 
MHPG/creatinine ratio (r=0.71, N=10, p=0.02; Bon- 
ferroni p=0.12). In those patients who had the poten- 
tial to respond to phenelzine, the degree of response at 
week 4 may have been related to the decrease in 
MHPG. It is possible that this correlation is significant 
by chance alone. The finding is reported for complete- 
ness in case it becomes relevant in the light of future 
research. The exclusion of one patient with minor de- 
pression (a responder) did not alter the correlation 
(r=0.65 and r=0.71, respectively). 


Pretreatment MHPG as a Predictor of Clinical 
Response 


Pretreatment MHPG did not predict clinical re- 
sponse to phenelzine. Thus, pretreatment MHPG and 
the MHPG/creatinine ratio were not significantly cor- 
related with percent improvement in Hamilton scale 
scores (r=0.17, N=23, n.s., and r=—0.01, N=23, 
n.s., respectively). Further, pretreatment MHPG did 
not differ between responders and nonresponders 
(1237 ug/ml versus 1455 ug/ml; t=—0.7, n.s.). Again, 
when we controlled for the effects of psychotic status, 
pretreatment MHPG and the MHPG/creatinine ratio 
consistently failed to predict a decrease in Hamilton 
scale scores (r=0.46, N=23, p=0.03, Bonferroni 
p=0.18; r=0.17, N=23, n.s., respectively, partial cor- 
relations) or response status (adjusted y7=0.7, df=1, 
n.s., and y*=0.5, df=1, n.s, respectively). 

When we applied the Bonferroni correction, the one 
significant finding became nonsignificant, and we con- 
clude that MHPG does not predict clinical response. 
Thus, our results generally replicate those of Beckman 
and Murphy (4), who found no difference in pretreat- 
ment MHPG between responders and nonresponders 
(1800 ug/ml versus 1780 ug/ml). When we dichoto- 
mized the patients by MHPG excretion, as Stefanis et 
al. (5S) did, we found that those who had less than 1500 
ug/ml MHPG excretion before treatment were neither 
more improved (t=—0.72, n.s.) nor more likely to be 
responders (x7=0.3, n.s.) than patients excreting more 
than 1500 ug/ml. In contrast, Stefanis et al. (5) did 
report a better clinical response in patients excreting 
less than 1500 ug/ml of urinary MHPG. One possible 
explanation for this difference is that the Stefanis 
group used the MAO-A specific inhibitor moclobe- 
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mide. The D-type score, incorporating MHPG, might 
prove better in predicting clinical outcome (14), ‘but we 
did not measure all its components. Also, pretreatment 
MHPG may be more useful in predicting clinical out- 
come in bipolar depression than in unipolar depres- 
sion. Our bipolar subgroup of four patients was too 
small for meaningful analyses. 


Effects on Leukocyte B-Adrenergic Receptors 


We found no change in the B-adrenergic receptor 
response before and during the 4th week of phenelzine 
treatment in patients who had completed ieee meas- 
urements (see table 1). The reverse catecholamine hy- 
pothesis suggests that depression is a hyperadrenergic 
state whose treatment includes the desensitization of 
the noradrenergic receptor. The lack of change in the 
leukocyte B-adrenergic receptor in our study does not 
support a direct action on the leukocyte B-adrenergic 
receptors by phenelzine and argues against a reverse 
catecholamine hypothesis (15). The leukocyte B-adren- 
ergic receptor is a surface receptor and does not have 
the presynaptic component that is associated with 
postsynaptic receptors in the brain. Thus, it does not 
share the microenvironment of a neuronal synapse and 
would not reflect change in brain postsynaptic recep- 
tors associated with presynaptic norepinephrine re- 
lease. This might explain the differences between this 
study and the down-regulation of postsynaptic B-ad- 
renergic receptors found in rat brain after chronic an- 
tidepressant treatment. We have previously reported 
the effects of phenelzine on I'*°-cyanopindolol binding 
of human leukocyte B-adrenergic receptor and have 
observed no significant changes (16). 

We should note that our study, as well as those of 
Beckman and Murphy (4) and Stefanis et al. (5), used 
a 4-week treatment period. Because some patients may 
require more time to fully respond, we think it is im- 
portant to keep this limitation in mind. Although we 
prescribed phenelzine in doses up to 90 mg/day (when 
tolerated), we did not think it was clinically prudent to 
extend the study because our nonresponders as a 
group were actually deteriorating after a 2-week wash- 
out period and 4 weeks of treatment and would re- 
quire a 2-week washout from phenelzine before a sub- 
sequent drug could be administered. 
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The struggle to maintain hope has been described as 
a central theme faced by. clinicians who work with 
HIV-spectrum people. The authors investigated psy- 
chiatric and psychosocial variables thought to be re- 
lated to level of hope in a community sample of 208 
HIV-positive and HIV-negative ‘homosexual men, 
with the goal of identifying possible risk and protective 
factors in the progression of HIV infection. Overall, 
they found high levels of hope and low levels of current 
syndromal disorder or depressive symptoms. While the 
sample was a selected group of successful and well- 
educated homosexual men, it nevertheless remains 
noteworthy that they were able to preserve a sense of 
faith in their future despite HIV infection. 

(Am J Psychiatry 1990; 147:1322-1326) 


he struggle to maintain hope has been described 
as one of the most striking and recurrent themes 
faced by clinicians who work with HIV-spectrum peo- 
ple (1). Hope (or hopelessness) is believed to be related 
to psychiatric status (2); endocrine function, as de- 
scribed by Selye (3) and Schmale and Iker (4) in their 
seminal formulations about stress and illness; and im- 
munologic function in terms of susceptibility to infec- 
tion (5). Loss of hope is seen in the context of a bio- 
psychosocial interaction to account for such disparate 
phenomena as rapid death from voodoo, evil eye, and 
hexes. In our culture, an analogous phenomenon may 
be the abrupt death of patients after their being told of 
`- a fatal prognosis (6). 
Hope entails the expectation that something worth- 
while lies ahead. It implies confidence in a future event 
or circumstance that is posinveiy appraised: Measures 
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of hapelessness often inquire about demoralization, a 
“belief in one’s ineffectiveness, engendered by severe 
life defeat” (7, p. 230). While hopelessness and demor- 
alization often occur together, they are conceptually 
and perhaps empirically distinct. For terminally ill pa- 
tients, morale may remain high and hope possible 
without recourse to denial, although the person’s time 
frame may be foreshortened. 

Most studies of the impact of psychological outlook 
on health status in medically ill people have focused on 
patients with cancer (8, 9). To date, results have been 
inconsistent regarding the effect of hope on survival. 
On the basis of a review of the available literature, 
Cohen (6) concluded that “ʻa feeling of hope associated 
with either an increased sense that one can cope (or be 
helped by others to cope) with the problems with 
which one is confronted... may be accompanied by 
biological changes that enhance physical as well as 
mental health” (p. 106). In contrast, Cassileth et al. 
(10) did not find that any of the psychosocial variables 
they studied, including level of hope, were associated 
with survival in their study of over 300 patients with 
advanced cancer. They suggested that hope may have 
an impact on the progression of illness in earlier stages 
of disease, although their research did not address this 
question. In addition, some work in this area with pa- 
tients with AIDS and AIDS-related complex is begin- 
ning to appear, although results are based on small 
samples (L. Temoshok et al., unpublished data, 1988) 
or on clinical observations and so are inconclusive (11, 
12). 

In this context, we investigated personal and social 
variables that may be related to level of hope in a 
volunteer sample of HIV-spectrum men. The dimen- 
sions that constituted our focus of in a were social 
relationships (social supports and conflicts), life events, 
and personal qualities (perceived a over one’s 
destiny and sense of commitment). In addition, we 
were interested in studying level of hope in relation to 
depressive disorder, depressive symptoms, and overall 
level of psychological functioning, as well as to HIV 
serostatus and symptoms. Our overall longitudinal 
goal is the identification of protective and risk factors 
in the progression of HIV infection. If hope operates as 
a protective factor, it would be of value to identify 
social and psychological conditions susceptible to in- 
tervention that may contribute to its maintenance. 

In this sample of HIV-positive and HIV-negative ho- 
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mosexual men, we addressed the following questions: 
1) Are stressful life events or components of social 
relationships related to levels of hope? 2) Do hopeful 
men in this population express a stronger sense of 
commitment and internalized locus of control? 3) Does 
loss or significant diminution of hope among seropos- 
itive men occur in the absence of clinical depressive 
disorder? 4) Is level of hope correlated with HIV status 
and illness state? Where appropriate, we compared re- 
sponses of subjects with and without HIV infection. 


METHOD 
Subjects 


The study participants were homosexual men who 
had been tested and informed of their HIV antibody 
status before entry into the study. They did not have a 
diagnosis of AIDS or a history of neurological disor- 
der. They volunteered in response to announcements 
about the study that appeared in newsletters of two 
local homosexual organizations and to a notice in a 
commercial newspaper with a homosexual readership. 

The present report is based on baseline assessments 
of 208 participants, the majority of whom will be stud- 
ied for 5 years. Of these, 124 were HIV seropositive, 
and 84 were seronegative. This was a largely white, 
well-educated, and financially successful group of ho- 
mosexual men. Eighty-seven percent (N=181) were 
non-Hispanic white. Ninety percent (N=187) had at- 
tended at least some college; 62% (N=129) had grad- 
uated, and 26% (N=54) had received graduate or pro- 
fessional degrees. The household median annual 
income was $30,000-—$35,000. Both the average and 
median ages were 38 years (range, 22—59 years). 
Twenty-eight percent (N=58) were raised Protestant, 
50% (N=104) Catholic, 15% (N=31) Jewish, and 
7% (N=15) other. 


Procedure 


Each participant was mailed a packet of self-rating 
scales 2 weeks before his initial study visit. He was 
then seen for a full day of assessments, including neu- 
rological and medical examinations and blood work 
(with a confirmatory HIV test), psychiatric, psychoso- 
cial, and psychosexual interviews, and neuropsycho- 
logical tests. All participants gave written informed 
consent and were paid $10 an hour for their time. 


Measures 


Hopelessness Scale. Beck and colleagues’ 20-item 
Hopelessness Scale (2) served as the measure of our 
dependent variable. This self-rating scale with a true- 
and-false format was designed to “reflect different fac- 
ets of the spectrum of negative attitudes about the 
future.” Items address feelings about the future (an 
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affective dimension), giving up, and future expecta- 
tions (a cognitive dimension). Nine items are keyed 
“false,” and 11 items are keyed “‘true”; the total hope- 
lessness score is the sum of items keyed in the “hope- 
less” direction. Low scores signify hope, defined as 
faith that good times lie ahead and that the respondent 
continues to have a “fighting spirit.” In our study sam- 
ple, the internal consistency reliability of the overall 


. scale was 0.89. 


Social Support Scale. This scale was developed by 
Wortman (13) specifically to assess several aspects of 
social support in a Chicago community sample of ho- 
mosexual men. It includes 28 items representing six 
dimensions: perceived emotional and material sup- 
port, subjective and objective social integration, affir- 
mation (e.g., others think “‘it’s all right to feel what 
you’re feeling”), and social conflict. The first five di- 
mensions measure positive aspects of social support 
and are significantly intercorrelated. Social conflict is 
inversely correlated with the other five scores, sepa- 
rately and in combination. In our sample the internal 
consistency reliabilities of the five positive dimensions 
combined and the seven-item social conflict scale weré 
0.82 and 0.68, respectively. 

Health Locus of Control Scale. This scale, developed 
by Wallston and colleagues (14), is derived from Rot- 
ter’s internal-external locus of control studies. The ver- 
sion we used is focused on health status and has 18 
items. A sample item is, “if you become sick, you have 
the power to make yourself well again.” Factor scores | 
are generated for the following three measures: inter- 
nal locus of control, belief that events are influenced by 
powerful others (“power”), and belief that events are 
controlled by chance. The power and chance subscales 
are combined to give a measure of external locus of 
control. In our sample, the internal consistency reli- 
abilities for the three scales were 0.72, 0.62, and 0.73, 
respectively. 

Commitment Scale. This scale is one of three incor- 
porated by Kobasa (15) in developing her Hardiness 
Scale and is the one with the most robust psychometric 
properties (16). Its 16 items were adopted by Kobasa 
from earlier measures of alienation from self and 
work. A sample item is, “I often wake up eager to take 
up my life where it left off the day before.” High and 
low scores are meant to be defined within samples; 
there are no standard cutoff scores. In our sample, the 
internal consistency reliability was 0.82. 

Life Event Questionnaire. This is a 76-item clini- 
cian-administered checklist that inquires about stress- 
ful life events in the past 6 months. The items are 
derived from Dohrenwend’s work as modified by Mar- 
tin (J. Martin, unpublished data, 1985) and ourselves. 
Respondents are asked to assess the valence (positive 
or negative) and impact (rated 1 to 3) of each event 
reported. 

Hamilton Rating Scale for Depression. This is the 
preeminent clinician rating scale currently used for as- 
sessing severity of depression in diagnosed patients. 
We used the 17-item structured interview guide for the 
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Hamilton depression scale (17). It focuses on the past 
week. On the basis of broad experience, ‘“‘mild” de- 
pression is defined by scores of 7—12, while scores be- 
low 7 are often used as the definition of “recovered” or 
“not depressed.” 

Brief Symptom Inventory (SCL-53). This is a 53- 
item version of the SCL-90, a widely used self-rating 
scale that provides subscale scores in nine symptom 
areas focusing on the past week. Each item is scored on 
a -point scale of frequency. The seven items in the 
depression subscale refer to dysphoric mood, loss of 
interest, and other nonvegetative symptoms. In our 
analyses, one item, “‘feeling hopeless about the future,” 
was omitted when we compared depressive symptoms 
and hopelessness because of its obvious redundance. 
Higher scores signify greater symptoms (18). 

DSM-III-R diagnoses. These diagnoses were made 
on the basis of a structured psychiatric interview 
(Structured Clinical Interview for DSM-III-R, Axis I) 
conducted by trained clinicians. We modified it for an 
HIV sample (19). 

HIV Symptom Checklist. On the basis of a physical 
examination and medical history, a physician (blind to 
the subjects’ HIV status) assessed the presence or ab- 
sence of 20 physical symptoms and signs commonly 
but not exclusively associated with HIV infection, such 
as sore throat, persistent cough, herpes, shingles, and 
night sweats. It was possible for HIV-negative subjects 
to get scores above zero. The total score, which was 
the sum of symptoms present currently or in the past 3 
months, ranged from 0 to 20. T cell subsets were also 
assessed as in index of immune status. 

The hopelessness, social support, health locus of 
control, commitment, and Brief Symptom Inventory 
scales were completed by subjects. The remainder were 
administered by trained clinicians (psychiatric and 
medical) at the baseline visit. 


Statistical Analysis 


Data were analyzed by means of Pearson correla- 
tions, t tests, and multiple regression analyses, both 
hierarchical and stepwise. All tests were two-tailed. 
The Bonferroni correction was applied when multiple 
comparisons were made. 


RESULTS 


The Wortman Social Support Scale factors were in- 
dividually and cumulatively correlated with our meas- 
ure of hope at statistically significant levels. As shown 
in table 1, higher levels of hopelessness were associated 
with lower levels of all forms of positive support and 
with higher levels of social conflict. 

Higher scores on measures of internal locus of con- 
trol and commitment were negatively associated with 
hopelessness, while beliefs that events are influenced 
by external forces (powerful other people or chance) 
were positively related, as shown in table 1. 
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TABLE 1. Correlations of Psychosocial and Medical Measures of 
Hopelessness in HIV-Positive and HIV-Negative Homosexual Men 


HIV-Positive HIV-Negative 


Men (N=118)* Men (N=79)* 
Measure r p? r p? 
Social environmental 
Social support factors 
Perceived emotional 
support —0.49 0.000 —0.36 0.002 
Perceived material 
support —0.40 0.000 —0.09 ms. 
Affirmation —0.45 0.000 —0.40 0.000 
Subjective social 
integration —0.49 0.000 —0.41 0.000 
Objective social 
integration =0.25 0.001 =O024 De. 
Social conflict 0.27 —0.003 0.34 0.002 
Sum of positive life 
events —0.26 0.004 “O22 0,05 
Sum of negative life 
events 0.11 n.s. 0.17 n.s. 
Personal measures 
Locus of control 
Internal —0.35 0.000 —0.43 0.000 
External 0.33 0.000 0.22 0.06 
Commitment —0.61 0.000 —0.53 0.000 
Psychological status 
Hamilton depression 
scale 0.32 0.000 0.42 0.000 
Brief Symptom Inven- 
tory 
Depression subscale 0.69 0.000 0.42 0.000 
Global severity in- 
dex 0.65 0.000 0.43 0.000 
Physical status 
HIV Symptom Index -0.06 ns. 0.19 0.10 
T, cell count 0.03 n.s. 0.07 n.s. 





aN does not equal 208 in these analyses. 

>When the Bonferroni correction for multiple comparisons is used, 
a per comparison alpha=0.05/16=0.003 should be used to keep 
the overall alpha at 0.05. 


Depression and Level of Hopelessness 


Although both depression and level of hopelessness 
were positively correlated at a statistically significant 
level, self-ratings of depressive symptoms (depression 
subscale of the Brief Symptom Inventory) were more 
strongly related to hopelessness than were clinician 
ratings (Hamilton depression scale) (table 1). Perhaps 
this is because the Hamilton scale is intended to dis- 
tinguish levels of depressive severity in patients diag- 
nosed as having syndromal disorder, and only 14 of 
the 208 study participants had a current diagnosis of 
any depressive disorder (major depressive disorder, 
N=8; dysthymia, N=3; bipolar depression, N=1; and 
depressive disorder not otherwise specified, N=2). 
Comparison of scores on the Hopelessness Scale for 
those men with (N=14) and those without (N=194) 
current diagnoses of depressive disorders showed a 
large difference (mean+$D=11.1+6.4 versus 3.8+ 
3.8; t=3.87, df=203, p=0.002, separate variance 
estimates). 
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Physical Status and Level of Hope 


As noted, subjects were scored on the presence of 
current and past (within last 3 months) symptoms and 
signs commonly but not exclusively associated with 
HIV infection. The HIV-seropositive subjects had a 
mean score of 1.7 (range, 0—6); 24 subjects had no 
symptoms. HIV-seronegative subjects had a mean 
score of 0.6 (range, 0—4); 47 subjects had no symp- 
toms. Among HIV-positive men, these scores signify 
the presence, on average, of one or two limited phys- 
ical symptoms. No relationship was observed for ei- 
ther seropositive or seronegative subjects between HIV 
symptom score and hopelessness scores. That is, sub- 
jects with apparent HIV symptoms, elicited by self- 
report and physical examination, were no less hopeful 
than those without any physical symptoms. 

In addition to physical symptoms and signs of HIV 
infection, T cell subsets were assessed. At this baseline 
evaluation, level of hope was unrelated to T, (table 1) 
or Tg counts or to T4-T, ratio. 


Interaction of Psychiatric Diagnosis, HIV Status, 
and Hope 


We analyzed level of hope in relation to both current 
psychiatric diagnosis and HIV status. While some of 
the cell sizes were small, the overall scores showed 
that, as a group, HIV-positive men had higher Hope- 
lessness Scale scores than did HIV-negative men 
(mean+SD scores=5.2+4.9 versus 3.243.1; t=3.52, 
df=195, p<0.001); this difference was accounted for 
largely by the greater hopelessness of men who were 
both HIV-positive and clinically depressed. These 
numbers are too small to determine whether this dif- 
ference is due entirely to the presence of depression or 
represents an interaction between diagnosis and HIV 
status. 

The question of whether hope is diminished in HIV- 
positive men in the absence of depressive disorder may 
be addressed by comparing the mean scores of HIV- 
positive and HIV-negative men who had no current 
diagnosis. The difference in their respective mean 
scores on the Hopelessness Scale (4.2+4.3 versus 
2.92.6) is statistically significant (t=2.48, df=159, 
p=0.01) but of doubtful clinical meaning. According 
to Beck’s scale norms, scores of 0 to 3 represent “none 
to minimal” hopelessness, and scores of 4 to 8 repre- 
sent “mild” hopelessness. This difference, amounting 
to one additional item, on average, endorsed by the 
HIV-positive men, does not appear to justify the con- 
clusion that, as a group, HIV-positive men clearly have 
lower levels of hope. It is noteworthy, however, that 
there was a much greater variance and range of scores 
in the total HIV-positive group, with 24% (N=30) 
having scores that fell into Beck’s classification of 
moderate or severe hopelessness. In the total HIV-neg- 
ative group, only eight subjects (10%) scored above 8. 
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Interaction of Depressive Symptoms, HIV Status, 
and Hope 


The prior analyses were based on the presence or 
absence of syndromal disorders based on DSM-III-R 
criteria. We next investigated the relationship of self- 
reported depressive symptoms present in the past 
week, as measured by the depression subscale of the 
Brief Symptom Inventory, to scores on the Hopeless- 
ness Scale. In order to assess the relative contributions 
of HIV status, depressive symptoms, and three other 
variables with hypothesized relevance to Hopelessness 
Scale scores, we conducted a hierarchical regression 
analysis in which we entered HIV status, followed by 
Brief Symptom Inventory depression subscale scores 
(from which the hopelessness item was removed), sum 
of negative life events, social conflict, and the five pos- 
itive social support subscales combined into a single 
measure. We did this analysis twice, once for the total 
sample and again for all subjects without a current 
depressive disorder. 

HIV status contributed only trivially to hopelessness 
scores (4% of the variance accounted for, including 
shared variance), while Brief Symptom Inventory de- 
pression score was a powerful predictor, accounting 
for 34% of the variance (25% when subjects with cur- 
rent syndromal depression were removed from the 
analysis). Negative life events in the past 6 months and 
level of social conflict contributed no additional vari- 
ance, while level of social support had a small addi- 
tional effect (37% of the variance). In a stepwise re- 
gression analysis, only HIV status, depression score, 
and social support score reached tolerance limits 
needed for entry into the regression equation (HIV sta- 
tus: R=0.21, beta=0.13, T=2.22, p=0.03, df=5, 176, 
for all analyses; depression score: R=0.58, beta=0.44, 
T=5.80, p=0.000; and social support score: R=0.62, 
beta=—0.27, T=—3.51, p=0.001). 

In another hierarchical regression analysis, in which 
HIV status, number of HIV-related symptoms, depres- 
sion, and social supports were entered in that order, 
physical symptoms did not add to the variance ac- 
counted for beyond the 4% contributed by HIV status. 
In another analysis in which we used an HIV Status by 
Depression interaction term, no additional variance 
was accounted for. Overall, level of hopelessness was 
not found to be associated with HIV status or presence 
of HIV symptoms, while depressive symptoms were 
strongly predictive of hopelessness. 


Comparative Levels of Depressive Symptoms 


The average score on the seven-item Brief Symptom 
Inventory depression subscale was lower for seroneg- 
ative than for seropositive men (mean+$D=1.7+0.7 
versus 1.9+0.9; t=2.20, df=188, p=0.03, separate 
variance estimates). Compared to published norms 
(20), the scores of both seropositive and seronegative 
men fell closer to those of normal control subjects 
(mean=1.3) than to those of psychiatric outpatients 
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(mean=2.8). Overall, the level of depressive symptoms 
at this baseline evaluation did not appear to be sub- 
stantially high for either study group. 


DISCUSSION 


In our total sample of seropositive and seronegative 
homosexual men, level of hope was generally high, 
independent of HIV status. We have replicated the 
finding of Zich and Temoshok (11) that hope is posi- 
tively associated with perceived social supports and 
negatively associated with depressive symptoms. Men 
with a stronger sense of control over events that they 
experienced, who had had fewer self-reported depres- 
sive symptoms in the past week, who did not have a 
current diagnosis of depression, and who reported 
stronger social supports had higher levels of hope. 
While the zero order correlation between hopelessness 
score and social conflict was statistically significant, 
this variable added no additional predictive power af- 
ter depressive symptoms were entered in a multiple 
regression analysis, while social supports did make a 
modest contribution. Evidently, availability of social 
support contributes more to hope than social conflict 
detracts. 

In this sample, level of hope was not related to num- 
ber of signs and symptoms commonly associated with 
HIV infection or to measures of immune status, a find- 
ing we plan to pursue in analyses of longitudinal data. 
It has been suggested (L. Temoshok et al., unpublished 
data, 1988) that psychological measures may be better 
predictors of future than concurrent a and im- 
mune status, so that perhaps time 1 scores of hopeless- 
ness will be associated with time 2: measures of im- 
mune status for all subjects or for those few with very 
high Hopelessness Scale scores at time 1. 

While HIV-positive men as a group reported slightly 
lower levels of hope than did HIV-negative men, this 
difference was largely accounted for by those with cur- 
rent depressive disorders. Comparison of mean hope- 
lessness scores for HIV-positive and HIV-negative men 
with no current psychiatric diagnosis showed statis- 
tically significant but clinically modest differences, 
largely accounted for by Brief Symptom Inventory de- 
pressive symptom scores. Both groups endorsed an av- 
erage of three or four items on the 20- item hopeless- 
ness scale. 

These results are preliminary TE of the cross- 
sectional nature of the data collection, which precludes 
insight into temporal sequence. Since ‘these results rep- 
resent the baseline assessment of a 5-year study, with 
semiannual visits, in the future we will be able to iden- 
tify antecedents and relationships as: ‘they evolve over 
time. 

The research participants in our ea were, in gen- 
eral, successful, well-educated men who were moti- 
vated enough to volunteer to participate in a study that 
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was not designed to provide any direct benefit. Fur- 
thermore, most heard about the study from announce- 
ments in newsletters of homosexual organizations, 
with which they were evidently affiliated. Our sample, 
then, was a selected group of homosexual men con- 
cerned about AIDS. It nevertheless remains notewor- 
thy that despite community decimation and personal 
vulnerability, they were able to preserve a sense of 
faith in their future and the conviction that living was 
still worthwhile. 
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The Role of Gender in Studies of Ventricle Enlargement 
in Schizophrenia: A Predominantly Male Effect 


Michael Flaum, M.D., Stephan Arndt, Ph.D., and Nancy C. Andreasen, M.D., Ph.D. 


Two previously reported neuroimaging studies from 
the authors’ laboratory demonstrated larger lateral 
ventricles in schizophrenic patients than in normal 
control subjects. This diagnostic effect was accounted 
for almost entirely by the male subjects. In this report 
the role of gender is further explored through reexam- 


_ ining these data sets and those of two earlier studies. 


Although Gender by Diagnosis effects were not dem- 
onstrated, in three of the four studies male schizo- 
phrenic subjects had significantly larger ventricles than 
their control counterparts; there were no differences 
among the female subjects. One study suggested the 
opposite effect, but this may be attributable to a non- 
representative control group. 
(Am J Psychiatry 1990; 147:1327—1332) 


Ithough schizophrenia is commonly thought of as 

an illness that affects men and women equally, 
gender differences have long been recognized, and over 
the past decade more and more such differences have 
been reported in the literature. The most consistently 
reported finding is an earlier age at onset in men (1—4). 
There is also evidence that female schizophrenic pa- 
tients respond better to neuroleptics (5, 6) and have a 
better overall prognosis on a wide variety of outcome 
measures than do male schizophrenic patients (2, 7, 8). 
Some studies suggest that there are significant gender 
differences in symptom expression, with male patients 
more likely to have a predominantly negative or deficit 
syndrome and female patients more likely to have af- 
fective and paranoid symptoms (3, 9). Such gender 
differences appear to be more robust when narrower 
diagnostic criteria such as those of DSM-III and DSM- 
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ITI-R are used (10). This type of evidence has 
prompted some investigators to postulate a two-syn- 
drome model of schizophrenia based on gender: an 
early-onset, more chronic syndrome primarily affect- 
ing men and a later-onset, better-prognosis syndrome 
predominating in women (11-13). 

Significant gender differences in the size and shape of 
the corpus callosum in schizophrenic subjects have 
been reported (14), but otherwise gender has not been 
correlated with morphological abnormalities of the 
brain in this population. We recently completed two 
large structural neuroimaging studies of schizophrenic 
patients (15, 16). The major finding in both studies 
was the replication of the most consistent finding in all 
such investigations to date: that the schizophrenic 
group had a larger mean lateral ventricle size, as meas- 
ured by the ventricle-brain ratio (VBR), than the con- 
trol subjects. An intriguing finding in both of these 
studies was that the group differences were accounted 
for almost entirely by the male patients. We inter- 
preted these findings cautiously for two reasons. First, 
among the many structural neuroimaging studies of 
schizophrenic subjects published to date, gender dif- 
ferences in VBR have not generally been reported (17). 
Second, there was some duplication of subjects be- 
tween our studies, which may have accounted for some 
of the similarity in findings. 

We have reviewed the literature, seeking any indica- 
tion of gender differences with respect to ventricle size 
in schizophrenia. In the English-language literature, 
there have thus far been approximately 50 controlled 
studies of schizophrenia that used computed tomogra- 
phy (CT) and about a dozen that used magnetic reso- 
nance imaging (MRI), most of which included a mea- 
sure of ventricle size. The majority of these reports did 
not address the gender issue at all; many did not even 
report the sex ratio of the samples. Sample sizes have 
typically been small, and male patients have been over- 
represented. Table 1 lists the controlled studies of 
which published reports indicate that there was any 
analysis of gender with respect to ventricle size. Inter- 
estingly, one of the few studies that reported significant 
sex differences was the largest study. 

Takahashi et al. (18) found that male schizophrenic 
subjects were more likely to have CT scan abnormal- 
ities overall and, specifically, that the male subjects had 
higher rates of abnormality in the left lateral ventricle 
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TABLE 1. Controlled Studies of Ventricle-Brain Ratio (VBR) That Have Examined Gender Differences in Schizophrenia 


Schizophrenic Subjects 


Sex 


Study Total N M 
Takahashi et al., 1981 (18) 270 160 
Andreasen et al., in press (15) (CT-2)* 80 45 
Weinberger et al., 1979 (19) 73 — 
Shelton et al., 1988 (20) 71 49 
Iacono et al., 1988 (21) 51 43 
Andreasen et al., 1982 (22) (CT-1)* 50 26 
Bishop et al., 1983 (23) 47 — 
Andreasen et al., 1990 (16) (MRI-2)* 43 29 
Williams et al., 1985 (24) 40 30 
Smeraldi et al., 1987 (25) 33 28 
Boronow et al., 1985 (26) 30 20 
Reveley et al., 1984 (27) 21 10 
Pearlson et al., 1984 (28) 19 11 


“One of the four studies examined in the article. 


and third ventricle in addition to decreases in the left 
and right temporal areas. In another large, more recent 
study, Shelton et al. (20) found that a comparison of 
the VBR values of schizophrenic men and women nar- 
rowly missed statistical significance (p<0.06), with the 
men having greater values than the women. The only 
other study by investigators outside our group that has 
demonstrated a possible gender effect was done by 
Williams et al. (24) in 1985, but their results are more 
difficult to interpret. They noted that among the 
chronic schizophrenic group, large ventricles were 
more common in the men than in the women (12 of 21 
men versus one of seven women, p<0.01) but that this 
difference became nonsignificant when the patients 
were compared to sex-matched control subjects. In 
terms of MRI studies, the sample sizes have been quite 
limited, and with the exception of our investigations, 
none of the reports indicated any analysis of gender 
with respect to ventricle size. 

The purpose of the present work was to investigate 
this issue further in our data by 1) including VBR data 
from all available studies of schizophrenia done at our 
center and 2) eliminating duplication of subjects across 
studies to see if the pattern would hold. Our hypoth- 
esis was that across all studies, male schizophrenic sub- 
jects would have larger VBRs than male control sub- 
jects and that there would be no difference between the 
female groups. 


METHOD 


Four controlled structural neuroimaging studies of 
schizophrenia have been completed at our center with 
a total of more than 200 patients and 200 control 
subjects. We will briefly describe these studies and ex- 
plain how the data are used in this report. 

The first study (22) compared CT findings in a group 
of 52 schizophrenic patients to those of 47 “medical” 
control subjects; that is, the control subjects were pa- 
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Control Subjects 
Evidence of Gender 


Sex Difference in VBR 

F Total N M F Found in Study 
110 234 124 110 M>F 
35 63 30 33 M>F 
— 56 — — None 
22 30 14 16 M>F 
8 74 42 32 None 
24 46 24 22 F>M 
— 25 — — None 
14 50 29 2i M>F 
10 40 28 12 M>F 
5 53 34 19 None 
10 26 — — None 
11 18 9 9 None 
8 19 11 8 None 


tients who had had head CT scans for a variety of 
nonpsychiatric reasons and whose scans had been read 
as normal. The schizophrenic group was found to have 
a larger mean VBR than the control subjects, but gen- 
der differences were not analyzed until the present in- 
vestigation. This study will be referred to as CT-1. 

The second study (29) used MRI in samples of 38 
schizophrenic and 49 normal control subjects. In this 
study, which will be referred to as MRI-1, the focus 
was on cranial and brain size. A midsagittal image was 
obtained for all subjects, but the coronal and trans- 
verse images that are typically used to calculate VBR 
were obtained only for the patient group because of 
financial constraints. For the purpose of the present 
study, those coronal VBR data from schizophrenic 
subjects were compared to data from the control group 
in the subsequent MRI study, for which coronal VBR 
data were available. 

The two most recently completed studies were those 
referred to at the beginning of this article. In the CT 
study (CT-2) (15), the scans of a sample of 108 schizo- 
phrenic patients were compared to those of 75 healthy 
control subjects. Finally, in the second MRI investiga- 
tion (MRI-2) (16), coronal, sagittal, and transverse im- 
ages of 5S schizophrenic subjects were compared to 
those of 47 normal control subjects. 

The demographic and clinical data, as well as the 
scanning and measurement methodology, have been 
described in detail in the individual reports. The sam- 
pling methods for the patient groups were identical in 
all four studies. That is, the schizophrenic subjects 
were drawn from consecutively admitted hospital pa- 
tients whose primary diagnosis according to DSM-III 
criteria was schizophrenia; they had no evidence of 
mental retardation, history of head trauma leading to 
loss of consciousness, or any other neurological or se- 
rious medical illness. There were no significant differ- 
ences across the four patient samples on any sociode- 
mographic or clinical measure. As we have noted, 
control subjects for the CT-1 study were selected by 


Am J Psychiatry 147:10, October 1990 


searching the files of the radiology department for 
medical patients who had been found to have normal 
head CT scans. Control subjects for the subsequent 
studies were healthy volunteers who had been re- 
cruited from the community to be equivalent to the 
patient groups in terms of age, gender, socioeconomic 
status, and education. All subjects gave written in- 
formed consent for participation in the studies. For 
both CT studies, an area VBR was determined by me- 
chanical planimetry after raters blind to the diagnosis 
traced the outline of the ventricles and the inner table 
of the skull in the slice in which the lateral ventricles 
were seen at their largest. The earlier CT study used 
scanners that provided a 160X160 matrix, whereas 
the more recent study used a 256X256 pixel matrix. 
Both MRI studies were done on a Picker 0.5-Tesla 
scanner, and for both studies the coronal cuts used for 
obtaining the VBR were done with the same inversion 
recovery sequence (inversion time=600 msec and rep- 
etition time=1600 msec). For these studies a volumet- 
ric rather than an area VBR was calculated. That is, 
the area data from consecutive slices were obtained by 
using the same procedure as in the CT studies; they 
were then summed for an estimation of volume. 

Of a total of 213 schizophrenic patients, 34 partic- 
ipated in multiple studies. Among these patients, 23 
participated in one CT and one MRI study, one was in 
both CT studies, eight were in three studies, and two 
participated in all four studies. Excluding the control 
subjects who were in the MRI-1 study (because VBR 
data could not be accurately determined), of the 162 
remaining control subjects, 12 participated in both the 
CT-2 and the MRI-2 studies, but there was no other 
duplication. For this analysis we chose to assign the 
subjects who participated in multiple studies to the 
study with the smallest number in each group. From 
the largest to the smallest, the order was CT-2, MRI-2, 
CT-1, and MRI-1 for patients and CT-2, MRI-2, and 
CT-1 for control subjects. 


RESULTS 


The cell sizes and VBR means and standard devia- 
tions for each subject group (after duplication of sub- 
jects was eliminated) are presented in table 2. After 
establishing the nonduplicate groups, we performed 
four Gender by Diagnosis analyses of variance 
(ANOVAs), one for each study. Of particular interest 
to us was the Gender by Diagnosis interaction. We 
hypothesized that this would be significant and indi- 
cate a significantly larger diagnostic effect for male 
subjects than for female subjects. Since this was an a 
priori hypothesis, we conducted tests of simple main 
effects, specifically, diagnostic effects within each gen- 
der. Also, gender effects for the patients and control 
subjects were investigated. 

The ANOVA results are shown in table 3. Since the 
MRI-2 control sample was used for comparison with 
the schizophrenic sample in MRI-1, these two analyses 
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FLAUM, ARNDT, AND ANDREASEN 
TABLE 2. Ventricle-Brain Ratios (VBRs) of Schizophrenic and 
Control Subjects by Gender in Four Studies? 


Male Subjects Female Subjects 


VBR” VBR” 

Study and Group N Mean SD N Mean SD 
CT-1 (22) 

Schizophrenic 

subjects 26 6.34 4.75 24 5.81 2.95 
Control subjects 24 5.05 3.20 22 367 2753 
CT-2 (15) 

Schizophrenic 

subjects 45 7.11 3.45 33 635 2.29 
Control subjects 30. SO: -A 33 6.18 2.62 
MRI-1 (29) 

Schizophrenic 

subjects 25 2.26 0.57 10 2.14 0.51 


Control subjects“ 29 1.78 0.65 21 2.01 0.88 
MRI-2 (16) 
Schizophrenic 
subjects 29 2.49 1.00 14 2.15 0.98 
Control subjects 29 1.78 0.65 21 2.01 0.88 


“Table reflects data sets that were established after subjects who had 


participated in multiple studies were assigned to only one. 

VBR values from CT and MRI studies are not directly comparable, 
since CT values are ratios of area measurements in one slice, 
whereas MRI values are derived from ratios of ventricular and 
cerebral volumes throughout the brain. 

“The control sample shown for MRI-1 is a duplication of the sample 
used for MRI-2. 


TABLE 3. Gender by Diagnosis Analysis of Variance on Ventricle- 
Brain Ratios in Four Studies 


F Value 
Gender by 

Study Gender Diagnosis Diagnosis df 
CT-1 (22) 1:92 5.62° 0.34 sR pa 
CT-2 (15) 0.06 4.71° ce 1, 139 
MRI-1 (29) 0.11 3.62 1.10 1, 81 
MRI-2 (16) 0.11 502° 2.23 1, 92 
“p<0.05 


are not independent. Replicating previous findings of 
larger ventricles in schizophrenic patients, all but one 
study showed a significant diagnosis effect. Had these 
been one-tailed tests, all results would have been sig- 
nificant. There were no indications of an overall gen- 
der effect in any of the analyses. 

Contrary to our hypothesis, none of the interactions 
proved significant. The CT-2 study had yielded a sig- 
nificant Gender by Diagnosis effect when the full sam- 
ple was analyzed, but the interaction did not reach 
significance (F=3.29, df=1, 139, p<0.07) when we re- 
duced the sample size by approximately 75% due to 
duplication of subjects. Because of our a priori hypoth- 
esis, we proceeded with the tests of simple main effects 
in spite of the nonsignificant interactions. The results 
of these tests are shown in table 4. These were t tests 
based on the mean difference of two subgroups, spe- 
cifically, a comparison of two means of one factor 
(e.g., diagnosis) separately for each level of the other 
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TABLE 4. Simpie Main Effects of Gender ond Diagnosis on Ventri- 
cle-Brain Ratio In Four Studies 





t Value 
Gender” 

Diagnosis” SG. 

Male Female Control phrenic 
Study Subjects Subjects Subjects Subjects df 
CT-1 (22) 1.29 —2.05° 1.31 0.52 92 
CT-2 (15) —2.86¢ —0.25 —1.38 1.18 139 
MRI-1 (29) —2,.55¢ ~0.52 —1.13 0.45 81 
MRI-2 (16) ~—3,08¢ —0.47 -0.88 1.21 92 


“Differences between genders within diagnoses. 
>Differences between diagnoses within genders. 
Poo. OS. 

p<0.01. 


factor (e.g., gender). For instance, in the MRI-2 sam- 
ple, the difference between the two diagnostic groups 
for male subjects was significant (t=—3.08, df=92, 
p<0.01), while for female subjects it was nonsig- 
nificant (t=—0.47, df=92, p>0.50). We present tests 
based on estimates of parameters in full general linear 
model, rather than conventional tests of simple main 
effects, in order to deal with the unbalanced cell sizes. 

As indicated in the initial ANOVAs, table 4 shows 
no overall gender effects in the control subjects or the 
schizophrenic patients. All studies showed a diagnosis 
effect for one gender but not the other. In support of 
our original hypothesis—that the main effect for diag- 
nosis would be mostly due to the effect in male 
subjects—three of the four studies showed clear differ- 
ences for male but not for female’ subjects. Interest- 
ingly, the other study, CT-1, showed just the opposite 
effect. 


DISCUSSION 


Although we will refer to gender differences in this 
discussion, it is important to emphasize that we did not 
find any simple differences in VBR between male and 
female schizophrenic patients or between male and fe- 
male control subjects. We did find that in all but the 
CT-1 data set, male schizophrenic subjects had signifi- 
cantly larger VBRs than did male control subjects, 
whereas the female schizophrenic subjects did not dif- 
fer from the female control subjects. While the CT-1 
analysis yielded seemingly opposite results (1.e., greater 
differences between the female than the male groups), 
a closer look at the data shows that the findings of the 
CT-1 study were not entirely inconsistent with those of 
the other studies. As illustrated in table 5, all four 
studies demonstrated that the mean VBR of the male 
schizophrenic patients was substantially larger than 
that of the male control subjects and slightly larger 
than that of the female schizophrenic patients. The 
anomalous group appears to be the female control 
sample in CT-1, whose mean VBR was significantly 
different from that of the CT-2 female control sample 
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TABLE 5. Ratios of Ventricle-Brain Ratio (VBR) Means From Each 
Cell in Four Studies” 


Female 
Male Female Schizo- 
Control/ Control/ phrenic/ Female 
Male Female Male Control/ 
Schizo- Schizo- Schizo- Male 
phrenic phrenic phrenic Control 
Study Subjects Subjects Subjects Subjects 
CT-1 (22) 0.80 0.63 0.92 0.73 
CT-2 (15) 0.73 0.97 0.89 1.19 
MRI-1 (29) 0.79 0.94 0.94 _— 
MRI-2 (16) 0.72 0.93 0.93 1.13 


“Ratios are derived from the mean VBR values presented in table 2. 


(t=3.42, df=53, p<0.01). These findings, along with 
the methodological differences in CT-1 (“medical” 
rather than normal control subjects and older scanning 
equipment), lead us to weight the CT-1 study less 
heavily in our interpretation of the data. It is, however, 
important to note that in the two subsequent control 
samples, the female subjects had nonsignificantly 
larger VBRs than the male control subjects. Although 
none of the studies we reviewed revealed significant 
gender differences among the control subjects, if any 
differences did exist, they tended to be in the direction 
ot larger VBRs among the male subjects. We were 
therefore concerned that the gender effect observed in 
the original CT-2 and MRI-2 samples might have been 
a consequence of an anomalous patient or control 
sample. The results of the reanalysis presented here 
demonstrate that the MRI-2 study indeed replicated 
the CT-2 findings, with two independently recruited 
samples of normal volunteers md no duplication of 
subjects across studies. The analysis of the MRI-1 pa- 
tient sample adds further support to the conclusion 
that ventriculomegaly among schizophrenic subjects is 
a predominantly male effect. 

Our review of the literature was remarkable for the 
fact that three of the four largest controlled studies 
suggested a predominance of ventricle enlargement 
among male schizophrenic patients, whereas gender 
differences were not demonstrated in most of the 
smaller studies. This finding, taken together with our 
findings of nonsignificant Gender by Diagnosis inter- 
actions, indicates that if a gender effect does exist, it is 
subtle, and studies with adequate power to detect such 
an effect will probably require sample sizes at least as 
large as those of the larger studies listed in table 1. 

If small sample sizes have obscured real but subtle 
and complex gender differences with respect to greater 
VBR in schizophrenia, what is the practical signifi- 
cance of this finding? While the implications remain 
unclear, any observed gender differences in clinical or 
biological variables can be exploited in the etiological 
investigation of the illness, particularly in the effort to 
tease apart the contributions of genetic and environ- 
mental factors. Higher rates of obstetrical complica- 
tions (30) and head trauma (31) have been recognized 
in schizophrenic patients, implicating environmental 
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factors in the etiology. Increased VBR may be a marker 


‘for a prominent environmental component, as there 


appears to be an inverse relationship between family 
history and ventricle enlargement in schizophrenia 
(27), as well as an association between perinatal com- 
plications and enlarged ventricles both in normal sub- 
jects (27) and in schizophrenic subjects (32). Cannon 
et al. (33) recently demonstrated that a combination of 
genetic and environmental factors may result in ven- 
tricle enlargement, as increased ventricle size appears 
to correlate with obstetrical complications in subjects 
who are at high genetic risk for schizophrenia. In a 
review of the Iowa 500 data, Nasrallah and Wilcox 
(34) found that among schizophrenic subjects, men 
were significantly more likely than women to have the 
combination of brain injury (broadly defined) and no 
family history of psychosis, and women were more 
likely to have the reverse pattern. Males are at higher 
risk for a variety of developmental disorders, notably 
those primarily involving the left hemisphere, such as 
dyslexia, stuttering, and autism (35). This may have 
relevance to schizophrenia, as there is some evidence of 
specific left-sided pathology in neuropathological and 
imaging studies in this disorder (36, 37). Given all of 
these considerations, the hypothesis that male schizo- 
phrenic patients are more likely to have enlarged ven- 
tricles than female patients is theoretically appealing; it 
is consistent with a model in which ventriculomegaly is 
a nonspecific marker of a developmental and/or peri- 
natal abnormality associated with schizophrenia, to 
which males are more vulnerable than females. 

As we noted earlier, male schizophrenic patients 
have been found to have greater chronicity, poorer 
response to neuroleptics, poorer overall outcome, and 
more prominent negative symptoms than female pa- 
tients with the illness. In light of the findings presented 
here, it is interesting to note that these four clinical 
variables are among the six initially presented by Crow 
(38) in characterizing the type II or negative syndrome. 
Our findings suggest that yet another type IJ variable— 
that is, cell loss/structural brain abnormalities—may 
be more common in male patients. The hypothesis that 
men are more likely than women to have the type H 
pattern may be worth testing. 

Finally, since enlarged ventricles are not specific to 
schizophrenia (39), it may be worth investigating such 
a poe i effect in other psychiatric disorders in which 
this structural abnormality is observed. Our own work 
(40) suggests that there may be such an effect in bipo- 
lar disorder. 
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Socioeconomic Status, Ethnicity, Psychological Distress, 
and Readiness to Utilize a Mental Health Facility 


David F. Briones, M.D., Peter L. Heller, Ph.D., H. Paul Chalfant, Ph.D., 
Alden E. Roberts, Ph.D., Salvador F. Aguirre-Hauchbaum, M.D., 
and Walter F. Farr, Jr., M.D. 


The effects of minority status versus ethnic culture 
on Mexican-Americans’ underutilization of mental 
health services were reassessed through development 
and testing of an analytic path model that proposes a 
sequence of factors, including Mexican-American eth- 
nicity, socioeconomic status, degree of social and in- 
stitutional support, and depression, which culminate 
in a person’s decision to utilize mental health facilities. 
The model also predicts that life stress will affect uti- 
lization through its influence on depression. Data from 
783 subjects generally supported the model’s predic- 
tions. A multifactorial approach to the causes of men- 
tal health problems and utilization behavior in the 
Mexican-American population is suggested. 

(Am J Psychiatry 1990; 147:1333-1340) 


he clinical literature shows that various ethnic 

and socioeconomic groups differ widely in their 
utilization of and attitudes toward professional mental 
health services (1, 2). Findings over a 20-year period 
(3—8) showed that persons of lower socioeconomic sta- 
tus tend not to utilize professional services of any kind 
except in extreme situations. 

A recurring assumption is that underutilization rep- 
resents one manifestation of the “general estrangement 
of the poor from mainstream middle-class society and 
its social institutions” (9, p. 301). Strauss (10), for 
example, noted that poverty per se creates its own life- 
long ambiguous existence. Similarly, Gans (11) noted 
that coping with poverty necessitates a highly person- 
alized world view quite antithetical to that needed for 
coping with health care bureaucracies. Bureaucratic 
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systems are in fact “the key medium through which the 
middle class maintains its advantaged position vis- 
a-vis the lower class” (12, pp. 395—396). 

Hoppe and Heller (9), in their review of studies con- 
cerning the poor, noted that lower-class populations 
across nations possess a number of similar character- 
istics. These include a distrust of the world outside 
family and friends, a perception of the world in general 
as chaotic and catastrophic, heavy involvement in fa- 
milial and peer relationships, and lack of community 
participation. 

Like underclass populations in general, Mexicans 
and Mexican-Americans are said to perceive the world 
outside family and friends in fatalistic terms. Along 
with patriarchy and familism, this fatalistic belief sys- 
tem is seen by some to be rooted in the Mexican her- 
itage (13) or culture (14-17) and by others to be 
rooted in socioeconomic conditions associated with 
poverty (18-20). There have been underutilization 
studies specifically comparing Mexican-Americans and 
Anglo-Americans (21), and findings of underutiliza- 
tion of mental health services by Mexican-Americans 
have been reported and “interpreted” by Edgerton et 
al. (22) and Karno and Edgerton (23, 24). These au- 
thors explained Mexican-American underutilization in 
terms of folk beliefs and illnesses. Another study (25) 
suggested that acculturation to Anglo society consti- 
tuted a positive influence on help-seeking behavior 
among Mexican-Americans residing in Los Angeles. 
The current debate on underutilization appears to fo- 
cus on what Mirowsky and Ross (26) referred to as the 
minority status versus ethnic culture perspective. The 
former view contends that when a minority group is in 
a disadvantaged position, associated stressors will pro- 
duce greater socioeconomic and psychological distress. 
The latter perspective maintains that socioeconomic 
and psychological well-being are associated with cul- 
tural attributes such as beliefs, values, and lifestyle 
(27). 

We argue that the debate on the structural versus 
the cultural view begs the question. Clearly, the deci- 
sion to seek professional mental health care is influ- 
enced by many factors, including one’s ethnicity and 
socioeconomic status. We readdress this issue in terms 
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FIGURE 1. Theoretical Path Mode! for Variables Relating to Readiness to Utilize Professional Mentai Health Care" 
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of a hypothesized sequence of factors that culminate 
in one’s attitude toward utilization of mental health 
facilities. 


THE HYPOTHESIZED MODEL 


Our model (see figure 1) asserts that certain varia- 
bles independently and in combination influence a per- 
son’s readiness to seek professional help. We suggest 
that conditions associated with low socioeconomic sta- 
tus exacerbate the effects of alienation faced by Mex- 
ican-American populations. Conversely, relatively high 
socioeconomic status mitigates many of the conse- 
quences of this alienation. Thus, Mexican-American 
ethnicity and low socioeconomic status combine to di- 
rectly inhibit participation in the bureaucratic system 
of mental health care. | 

These factors alone, however, provide only a partial 
explanation for mental health care utilization. Readi- 
ness to seek professional mental health care develops 
from a combination of physical, socioeconomic, and 
psychological conditions. The effects of sex, age, and 
ethnicity on one’s readiness to use professional services 
are influenced by such factors as socioeconomic status, 
stressful life events (28-30), and inclusion within a 
social support network (31, 32). These events, in turn, 
affect the amount of psychological distress (in our 
model, depression) exhibited by any given individual. 

Socioeconomic status is the pivotal link between eth- 
nicity, social support, and depression. Persons of high 
socioeconomic status tend to have institutional and 
social support systems that insulate them from depres- 
sion. Individuals of high socioeconomic status are of- 
ten comfortable with community associations and 
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agencies, including the community’s mental health 
care delivery system. It is agreed that Mexican-Amer- 
icans with strong support networks will have relatively 
low levels of depression. However, this is also pre- 
dicted for Anglo-Americans. Thus, it is minority status 
in interaction with low socioeconomic status that leads 
to a lack of social and institutional support and a 
higher degree of depression. Regardless of ethnicity, 
persons of relatively high socioeconomic status are 
expected to utilize professional mental health care 
services when needed; thus, socioeconomic status is 
predicted to have a direct effect on readiness for utili- 
zation. However, socioeconomic status is expected to 
affect degree of social and institutional support and 
degree of depression even more strongly than readiness 
for utilization. Like ethnicity, socioeconomic status is 
better seen as an indirect determinant of readiness to 
seek professional care. 

As in the case of ethnicity, the model predicts that 
the effects of sex and age on readiness for utilization 
will be indirect. It predicts that women will manifest a 
relatively high degree of depression, thus favoring their 
readiness to seek professional help. Age is predicted to 
have an indirect effect on readiness for utilization 
through socioeconomic status, as elderly persons are 
predicted to have less education and less income than 
younger people. Age is not predicted to affect either 
support or depression directly. 

Stressful life events can assail an individual—regard- 
less of gender, age, ethnicity, socioeconomic status, or 
the presence of a support network—and induce psy- 
chological distress. For this reason, the model pre- 
dicts that life stress forms an indirect path through 
depression to readiness for utilization of mental health - 
services. 
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METHOD 


A stratified random sample of 806 respondents re- 
siding in the El Paso Standard Metropolitan Statistical 
Area was selected and interviewed in 1985 and 1986. 
Six census tracts representing upper-middle-class, mid- 
dle-class, and lower-class areas for Anglos and Hispan- 
ics were selected. In all, 783 of the 806 respondents 
could be classified without ambiguity as Mexican or 
Mexican-American (N=446) or Anglo-American (N= 
337). Data on the 23 nonclassifiable respondents were 
excluded from the analysis. 

Data were collected during face-to-face interviews. 
The interview schedule was originally written in En- 
glish and subsequently translated into Spanish. It was 
administered in Spanish or English, depending on the 
respondent’s preference. Bilingual interviewers were 
trained to respond appropriately to clinically oriented 
requests by the respondents, and the importance of 
cultural sensitivity (33) was stressed during the inter- 
viewers’ training. 

The model’s dependent variable, readiness for self- 
referral (utilization readiness), was measured with a 
slight modification of a series of questions developed 
by Kulka et al. (8). These questions—the exact word- 
ing has been published elsewhere (34)—pertained to 
actual and potential utilization of mental health care 
resources for broadly defined personal problems. Re- 
sponses to these questions were categorized and nu- 
merically coded as 1) strong self-help orientation 
(could always handle things without help), 2) mild uti- 
lization readiness (could possibly have a problem with 
which a professional source might help), 3) moderate 
utilization readiness (had a problem with which a pro- 
fessional source might have helped, and 4) strong uti- 
lization readiness (received help for a personal prob- 
lem). The numbers of respondents Classified into these 
response categories were 241, 182, 89, and 263, re- 
spectively, Responses to these questions were not as- 
certained for eight of the 783 respondents. 

In addition to utilization readiness, four exogenous 
and three endogenous variables are included in the 
model. (An exogenous variable is here defined as a 
variable determined by others lying outside the causal 
model. The term “endogenous variable” refers to that 
which is determined by the model’s exogenous varia- 
bles or by an antecedent endogenous variable.) The 

ee pha variables are sex (female=1, male=0), age 
ed as given), ethnicity, and life stress. In agreement 
a a number of authors (13, 35, 36), Hispanic eth- 


nicity is considered to be a continuous rather than a - 


discrete variable. Ethnicity is thus defined as the re- 
spondent’s degree of Mexican acculturation. A Mexi- 
can acculturation scale was constructed from factor- 
analyzed items developed by Cuellar et al. (37). Scale 
items measure the degree to which certain activities 
and events, such as Mexican songs, fiestas, culture, and 
sports, are important. Scale items (multiplied by their 
factor loadings) are summed. Cronbach’s alpha for 
this scale is 0.96. 
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Life stress was measured by 23 questions about 
health-related and non-health-related stressful life 
events developed by Thoits (38). Respondents were 
asked whether any of these events had occurred within 
a period of approximately 1 year before the interview. 
Events were summed to give the respondent’s life stress 
score (38, p. 102). 

The model’s three endogenous variables include so- 
cloeconomic status, support, and depressive symp- 
toms. Socioeconomic status was measured by the re- 
spondent’s degree of formal education and yearly 
family income. Before education and income were 
combined into one socioeconomic status scale, z scores 
were computed for each. 

Social and institutional support items were highly 
correlated among these respondents. Due to problems 
of collinearity, these items were combined into a gen- 
eral support measure after z scores had been computed 
for each variable. Respondents were read five state- 
ments dealing with loss of income and hospitalization 
of a spouse over a period of several weeks. The state- 
ments dealt with the extent to which the respondent 
would have familial, friends’, and/or institutional sup- 
port during such stressful periods. Responses to these 
statements were numerically coded as 1 (“This state- 
ment in no way fits my life today”), 2 (“This statement 
somewhat fits my life today”), or 3 (“This statement 
strongly fits my life today”). Responses to these five 
statements were summed to form a general support 
score for each respondent. 

Depression was measured by the 22-item Center for 
Epidemiologic Studies Depression Scale (CES-D Scale) 
developed at the National Institute of Mental Health. 
The scale has been well tested (39) and extensively 
used for both Anglo and Mexican-American popula- 
tions (40). Cronbach’s alpha for this scale is 0.92. 

The path analysis performed in this study was iden- 
tical to that elucidated by Kerlinger and Pedhazur (41, 
pp. 305—333). We began the data analysis by regress- 
ing each lower-level variable against all higher-level 
variables. Thus, socioeconomic status was regressed 
against sex, age, Mexican acculturation, and life stress; 
support was regressed against sex, age, Mexican ac- 
culturation, life stress, and socioeconomic status; de- 
pression was regressed against sex, age, Mexican ac- 
culturation, life stress, socioeconomic status, and 
support; and utilization readiness was regressed 
against sex, age, Mexican acculturation, life stress, so- 
cioeconomic status, support, and depression. The 
model was then trimmed (41, p. 318) by eliminating 
from each equation any variable with a standardized 
coefficient less than 0.100 and a t test probability level 
greater than 0.001 (one-tailed test). The clinical impli- 
cations of this research required that meaningfulness 
of findings outweigh statistical significance (41, p. 318) 
as the criterion for deletion of inconsequential paths. 
For this reason the customary (41, p. 318) minimum > 
standardized coefficient and the statistical probability 
level of 0.05 were rejected in favor of those we have 
mentioned. After deleting nonmeaningful variables 
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FIGURE 2. Empirical Path Model [standardized Coefficients) for Variables Relating to Readiness of 783 Subjects to Utilize Professional 
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TABLE 1. Regression Results (Unstandardized Coefficients) in the Empirical Path Model for Variables Relating to Readiness of 783 Sub- 


jects to Utilize Professional Mental Health Care 





Socioeconomic Social and 
Status | Institutional Support Depression Utilization Readiness 

Variable Coefficient ! SE Coefficient SE ~ Coefficient SE Coefficient SE 
Sex (female) m j ea — — 2.957 0.654 me — 
Age ~0.020 0.003 — — — mm — — 
Mexican acculturation —0.114 0.007 —0.031 0.007 Sa _ aama — 
Life stress amame — — — 1.395 0.161 0.104 0.023 
Socioeconomic status m — 0.543 0.033 ~1.395 0.229 0.096 0.026 
Social and institu- 

tional support -l [— — — —0.843 0.228 == — 
Depression m  — — — — — 0.017 0.005 
Intercept 2.942 ` 0.542 23.244 1.769 
R? 0.279 0.379 0.247 0.069 


from each multiple regression equation, we repeated 
the path analysis. The final empirical model (see figure 
2) was then interpreted in terms of its confirmation or 
lack of confirmation of the hypothesized model (figure 
1). 


RESULTS 


Results of the data analysis are presented in table 1 
and in figure 2. Included in table 1 are regression re- 
sults for the empirical path model, with unstandard- 
ized regression coefficients, the standard error of each 
unstandardized regression coefficient, and the multiple 

correlation squared of each multiple regression equa- 
tion. Figure 2 depicts the empirical model, presenting 
paths where standardized regression coefficients were 
greater than 0.100. : 
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Results in Support of the Model 


Figure 1 predicts a path sequence linking the pres- 
ence of a support network to utilization readiness 
through depression. Specifically, support is predicted 
to have a negative effect on depression, which in turn 
is expected to have a positive influence on utilization 
readiness. The empirical path model confirmed this 
predicted path sequence. Figure 2 shows that support 
had a significant standardized negative effect on de- 
pression after we controlled for the effects of sex, so- 
cioeconomic status, and life stress. The higher the 
degree of social and institutional support, the less de- 
pression was experienced. Depression, in turn, had a 
significant positive standardized effect on utilization 
readiness. Since support did not form a direct path to 
utilization readiness, depression represents a key to 
this phenomenon. 
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Figure 1 also predicts that the effects of socioeco- 
nomic status on utilization readiness will follow three 
path sequences. One predicted path links socioeco- 
nomic status to utilization readiness through depres- 
sion. The findings presented in figure 2 uphold this 
contention. A second anticipated path links depression 
to socioeconomic status through support. This predic- 
tion was also fulfilled. Socioeconomic status had a 
positive and sizable standardized effect on support, 
and support was also significantly but negatively asso- 
ciated with depression. Thus, higher socioeconomic 
standing favored a tendency to have meaningful sup- 
port, which in turn decreased the probability of de- 
pressive symptoms. 

Figure 1 also predicts a direct path linking socioeco- 
nomic status and utilization readiness. However, the 
standardized regression coefficient for this path was 
expected to be distinctly smaller than those linking 
socioeconomic status with both support and depres- 
sion. This prediction was also upheld. Socioeconomic 
status induced a significant but relatively small positive 
direct effect on utilization readiness. The correspond- 
ing standardized regression coefficients for the socio- 
economic status-depression and socioeconomic status- 
support paths were considerably larger. Thus, as 
predicted, a path between socioeconomic status and 
utilization readiness is better understood in terms of 
indirect linkages through either support or depression. 

As previously noted, socioeconomic status repre- 
sented the key variable in linking ethnicity to support, 
depression, and/or utilization readiness. Mexican ac- 
culturation (ethnicity) was predicted to form a direct 
path only to socioeconomic status. As predicted, Mex- 
ican acculturation induced a strong standardized direct 
effect on socioeconomic status. Indeed, the standard- 
ized regression coefficients for Mexican acculturation- 
socioeconomic status and socioeconomic status-sup- 
port represented the strongest findings shown in figure 
2. The indirect path between Mexican acculturation 
and depression via socioeconomic status was also rep- 
resented by sizable regression coefficients. Thus, socio- 
economic status represents the pivotal link between 
Mexican acculturation and depression. 

In our model life stress is unrelated to either ethnic- 
ity or socioeconomic status. As predicted, life stress 
directly affected depression (figure 2). Thus, life stress 
had a sizable influence on depression, which in turn 
affected utilization readiness. 

Finally, the model predicts that the respondents’ sex 
and age will indirectly affect utilization readiness by 
directly influencing depression and socioeconomic sta- 
tus, respectively. Figure 2 shows that the path from sex 
to utilization readiness runs through depression. Thus, 
as predicted, the women were more likely than the men 
to report depressive symptoms. The effects of the re- 
spondents’ age on utilization readiness were also indi- 
rect. Age induced a standardized direct effect on socio- 
economic status. 
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Anomalous Results 


Two anomalous findings are depicted in figure 2. 
The theoretical model (figure 1) predicts that ethnicity 
will influence utilization readiness only through two 
path sequences: from ethnicity through socioeconomic 
status to support and from ethnicity through socioeco- 
nomic status to depression. Socioeconomic status, in 
fact, is viewed as the key link among ethnicity, sup- 
port, and depression. Figure 2 shows that evidence for 
these predictions was somewhat ambiguous. Clearly 
in line with our prediction, the strongest effects of eth- 
nicity on utilization readiness and depression ran 
through socioeconomic status and support. Indeed, 
ethnicity induced a sizable standardized direct effect on 
socioeconomic status. Contrary to our expectation, 
however, Mexican acculturation also had a significant 
and negative standardized direct effect on support. 
Thus, an unpredicted sequence appears to bypass so- 
cioeconomic status and run from ethnicity to utiliza- 
tion readiness through support and depression. De- 
spite this unexpected finding, it is clear that ethnicity 
directly affected neither utilization readiness nor de- 
pression. As predicted, ethnicity worked in conjunc- 
tion with socioeconomic status either to directly affect 
a person’s tendency toward depression (and, therefore, 
utilization readiness) or to influence these phenomena 
indirectly through affecting the person’s ability to form 
meaningful social and institutional support networks. 
Nevertheless, even after we controlled for the effects of 
socioeconomic status, the Anglo-Americans were more 
likely than the Mexican-Americans to have social and 
institutional support networks that might insulate 
them against depression. 

The second anomalous finding concerns the life 
stress variable. In figure 1, life stress is predicted to 
bypass all variables in the model except depression in 
affecting utilization readiness. It is also anticipated that 
life stress and depression will form a path sequence 
ending in utilization readiness. Figure 2, however, 
shows that life stress independently affected utilization 
readiness. Nevertheless, the major explanatory power 
of life stress in predicting utilization readiness was 
channeled through depression, and the standardized 
effect of depression on utilization readiness was only 
somewhat less than the effect of life stress on utili- 
zation readiness. Thus, life stress had a sizable influ- 
ence on depression, which in turn affected utilization 
readiness. 

In summary, findings presented in figure 2 generally 
confirm our original model (figure 1). Two anomalous 
findings include direct effects of ethnicity on support 
when socioeconomic status was controlled and direct 
effects of life stress on utilization readiness when de- 
pression and socioeconomic status were controlled. 
With respect to the first anomaly, socioeconomic sta- 
tus was clearly the most important contributor to sup- 
port. After we controlled for ethnicity, socioeconomic 
status induced a sizable standardized direct effect on 
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support, whereas the standardized direct effect of eth- 
nicity on support was significant but much smaller. 
Thus, the hypothesized sequence among ethnicity, so- 
cioeconomic status, and support was clearly upheld. 

The same pattern occurred for the second anoma- 
lous finding. The standardized direct effect of life stress 
on depression was clearly more meaningful than that 
of life stress on utilization readiness. Thus, the hypoth- 
esized path for life stress to utilization readiness 
through depression received confirmation. 

Most importantly, these findings uphold our conten- 
tion that ethnicity and socioeconomic status are best 
viewed as part of a multiplicity of factors leading to a 
decision to seek help during periods of emotional cri- 
sis. Specifically, ethnicity and socioeconomic status in- 
directly affect this decision by influencing such factors 
as having a support network and the tendency to be- 
come depressed. Nevertheless, socioeconomic status 
alone and life stress alone are virtually as powerful 
predictors of utilization readiness as is depression. 


DISCUSSION 


We offer the path model presented in this article as 
an alternative to what has become a sterile debate on 
minority status versus ethnic culture. This model rep- 
resents an attempt to integrate a number of variables 
that have been found in past research to affect utiliza- 
tion behavior. Rather than focusing on the individual 
and collective effects of seven variables, we sought to 
develop and test a causal model of projected paths 
through which one variable influences another. These 
path sequences culminate in a person’s decision to uti- 
lize professional mental health care when confronted 
with an emotional problem. i 

The model’s predicted path sequences were empiri- 
cally confirmed. Membership within the Anglo cate- 
gory was associated with higher socioeconomic status, 
which in turn was associated with having a support 
network capable of safeguarding the individual against 
depression. The latter finding was so pronounced that 
` (contrary to our prediction) a direct path led from An- 
glo ethnicity to support when we controlled for socio- 
economic status. 

Especially interesting is the lack of a meaningful 
path between ethnicity and the tendency toward de- 
pression. Even with the frequent prejudice and dis- 
crimination faced by Mexican-Americans—rich and 
poor alike—Hispanic origin alone did not meaning- 
fully affect predisposition to depression. This same 
pattern existed for utilization readiness. The literature 
on this subject is replete with arguments that Ameri- 
ca’s health care delivery system is run by and for well- 
to-do Anglos. Nevertheless, it was class position, 
rather than ethnicity, that provided a direct path to 
utilization readiness. This result corresponds to find- 
ings from a study (42) of board membership lists from 
community mental health service agencies in San An- 
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tonio, Tex. Although a high proportion of board mem- 
bers had Spanish surnames, virtually all of these per- 
sons lived in high-income census tracts. Thus, it 
appears that high socioeconomic status mitigates many 
of the effects of minority status by placing persons in a 
prestigious and affluent network of relationships and 
memberships. 

As predicted, life stress affected utilization readiness 
through depression. Life stress, however, also directly 
affected utilization readiness and was therefore an im- 
portant variable in explaining both depression and uti- 
lization readiness. Of all the paths leading directly to 
depression, life stress had the strongest standardized 
effect (see figure 2). The same finding held true with 
respect to utilization readiness. Thus, knowledge of a 
person’s life stress is of considerable value to those 
interested in predicting the onset of depression. Life 
stress is also an important motivating factor in a per- 
son’s decision to seek help. 

Finally, possession of a meaningful support network 
constitutes a pivotal link between ethnicity and socio- 
economic status and the presence of depressive symp- 
toms. Thus, the alienating effects of minority status 
and lower-class existence are buffered by having a 
meaningful support network. Persons in these circum- 
stances may be shielded from depression and be less 
likely to need professional mental health care when 
faced with a multitude of problems. 

This study indicates that clinicians need to assume a 
multifactorial approach in envisioning the causes of 
mental health problems in the Mexican-American pop- 
ulation. In demonstrating how multiple variables 
merge to produce clinical problems, we have at- 
tempted to show how these same variables interact in 
affecting decisions to approach (or avoid) professional 
mental health services. Clinicians have noted that 
Mexican-American patients’ difficulty in approaching 
institutional caretakers arises from problems in per- 
ceiving any possible benefits from their services as well 
as a frank mistrust of the clinical setting (43). The 
results of our study indicate multiple reasons for the 
formation of resistances that lead to nonutilization of 
mental health services and refute arguments that em- 
phasize a single dominant factor (such as ethnicity). 

While some types of psychopathology appear to 
have primary biological mechanisms, sociocultural fac- 
tors can exert a powerful impact on the expression of 
the final psychopathological state. We support a theo- 
retical orientation that conceptualizes many psychiat- 
ric symptoms as the expression of a complex interplay 
of human systems at the macrosocial, microsocial, psy- 
chosocial, biobehavioral, and biopsychological levels 
(44). Given this model, our study attempted to dem- 
onstrate the impact of variables defined as macrosocial 
(acculturation), microsocial (support network), .psy- 
chosocial (life stress), and biobehavioral (depression). 
We feel that the path model can readily lend itself to 
the analysis of multiple, clinically relevant variables 
within such hierarchical systems. 
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The setting for this study, El Paso, Tex., is a border 
community with large populations of Mexican-Amer- 
icans and Anglo-Americans. The demographic charac- 
teristics of the area, including the dynamic migrant 
patterns, provide a fertile ground for the study of the 
dynamics of acculturation and its impact on the clini- 
cally relevant variables we have addressed. In agree- 
ment with Yamamoto and Silva (21), we feel that fur- 
ther research in this area should be longitudinal in 
nature and should compare border with nonborder 
populations. This approach would be invaluable for 
understanding how hierarchical variable systems inter- 
act in producing psychopathology within and across 
ethnic groups. Findings concerning Hispanic popula- 
tions may or may not be relevant to other ethnic 
groups. The pioneering work of Parker and Kleiner 
(45)—in which the methodology was not directly com- 
parable to ours—suggested that socioeconomic status 
is not a relevant variable in explaining psychological 
distress among African-Americans. Thus, future theo- 
retical models should integrate macro-level variables 
and biopsychosocial systems (cellular and neurochem- 
ical factors) and be tested simultaneously on more than 
one ethnic group. 
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Effect of Time-Limited Psychotherapy 
on Patient Dropout Rates 


William H. Sledge, M.D., Karla Moras, Ph.D., 
Dianna Hartley, Ph.D., and Michael Levine, M.A. 





The authors conducted an archival study of 149 new 
clinic patients at a large community mental health cen- 
ter. The dropout rate for patients in brief psychother- 
apy in which the length of therapy was specified at 
the outset of treatment (time-limited psychotherapy) 
(32%) was about one-half the dropout rate for pa- 
tients in brief (67%) and long-term (61%) individual 
psychotherapy. The difference in dropout rates could 
not be explained by patient demographic or diagnostic 
variables or by therapist characteristics measured in 
the study. The results suggest that setting a specific 
time limit on individual psychotherapy at the outset of 
treatment can reduce the patient dropout rate in a pub- 
lic mental health clinic. 

(Am J Psychiatry 1990; 147:1341-—1347) 


D ropping out of psychotherapy is a common clin- 
ical phenomenon (1-4). A 1986 review of re- 
search (2) indicated that more than 50% of outpatients 
withdraw before the eighth session. The dropout phe- 
nomenon is generally believed to be a function of pa- 
tient variables, environmental circumstances (e.g., in- 
fluences of family, work, and friends), therapeutic 
setting, therapist characteristics, and the interaction 
between therapist and patient (1-3). Whatever the 
causes of a patient’s decision to leave therapy, it re- 
flects a breakdown in the delivery of the treatment (4) 
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and means that the patient did not receive the con- 
tracted treatment or the potential benefit of a worked- 
through termination (5). Patient dropout results in in- 
efficient use of treatment personnel, particularly in the 
public sector and other managed health care settings. 
Furthermore, unexplained patient dropout can be de- 
moralizing to therapists. 

The economics of psychotherapy have become par- 
ticularly salient in the present climate of cost contain- 
ment and managed health care (6, 7). Partly in re- 
sponse to economic forces that affect medical care 
delivery in general and partly in recognition of the 
possible efficacy of brief psychotherapy for a variety of 
disorders, interest has grown in the refinement and use 
of brief psychotherapy (8—17). Several specific meth- 
ods of brief psychotherapy have been developed (8—12, 
14-17). 

Mann (10), the developer of time-limited psycho- 
therapy, has asserted that his approach not only is 
clinically effective but also offers advantages such as a 
lower dropout rate. In this paper we will report a find- 
ing consistent with Mann’s claim; namely, that the 
dropout rate from a form of time-limited psychother- 
apy based on Mann’s model was lower than the drop- 
out rates from two other types of individual psycho- 
therapy offered in the same setting. 


METHOD 


The present report is part of a larger study that was 
designed to examine the common clinical assumption 
that patient dropout early in psychotherapy indicates 
treatment failure. The results of the broader study, in- 
cluding a detailed description of the methodology, are 
available elsewhere (18). Only aspects of the study rel- 
evant to the present report are described here. 


Setting and Patients 


The study was done at a large, urban, university- 
affiliated community mental health center (CMHC) in 
the northeastern United States. At the time of the study, 
the CMHC provided several types of outpatient treat- 
ment, including group psychotherapy, family psycho- 
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TABLE 1. Demographic Characteristics of 149 Clinic Patients Re- 
ferred for Individual Psychotherapy 


Characteristic Number Percent 
Sex 
Male 67 45 
Female 82 55 
Age (years) 
16—20 14 9 
21-29 80 54 
30-39 33 22 
40—80 22 15 
Race 
Black 13 9 
White 131 88 
Other S 3 
Education 
Less than high school eS 17 
High school degree 67 45 
College degree or more 57 38 
ital status 
Never married 84 56 
Married 28 19 
Divorced, separated, or widowed 37 25 


therapy, and three forms of individual psychotherapy, 
to patients who could not afford private treatment. 

The patients studied (N=149) were selected from all 
patients who 1) were 18 years old'or older, 2) were 
new to the CMHC during two fiscal years, 3) com- 
pleted the initial evaluation process or were referred 
directly to psychotherapy from another facility, and 4) 
were referred for individual psychotherapy. Three 
hundred seventy-six patients met these four criteria. 
However, due to time constraints, the cases of new 
patients who were referred to long-term individual 
psychotherapy during the first 6 months of the first 
fiscal year (N=73) were not reviewed for inclusion in 
the study. Therefore, the actual number of cases re- 
viewed for possible inclusion was 303. 

Two sets of clinical and course of treatment inclu- 
sion/exclusion criteria were applied to clinic charts to 
select the study group from the patients referred for 
individual psychotherapy. The main purpose of the 
clinical exclusion criteria was to identify patients 
whom therapists commonly regard as good candidates 
for psychotherapy. Such a study group was desired to 
enhance the clinical relevance of the study. The clinical 
exclusion criteria were patient characteristics that are 
often regarded as poor prognostic signs for psycho- 
therapy. Patients were excluded who carried a primary 
DSM-III intake diagnosis of substance abuse disorder, 
mental retardation, or an organic mental disorder or 
who had histories consistent with a chronic psychotic 
condition, The course of treatment criteria excluded 
patients who 1) did not attend any therapy sessions 
after being referred to treatment, 2) were in an active 
course of individual psychotherapy at the time of the 
study, and/or 3) had received another form of psycho- 
therapy (e.g., group or family) concurrently. The de- 
mographic characteristic of the final study group of 
clinic patients (N=149) are presented in table 1. 
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Referral to Psychotherapy 


New clinic patients were typically assigned to an 
evaluating clinician who met with them for one to 
three sessions to arrive at an understanding with the 
patient of what he or she wanted from therapy and the 
type of treatment that seemed most appropriate. Two 
options for individual psychotherapy were available: 
long-term psychotherapy or brief psychotherapy. Those 
referred to brief psychotherapy could be treated either 
with Mann’s time-limited psychotherapy or with non- 
specific, brief, psychodynamically oriented psychother- 
ary that lasted about 3—4 months but had no specific 
termination date. 

Assignment to long-term or brief individual psycho- 
therapy generally was a function of patient interest, 
therapist availability, and the evaluating clinician’s 
judgment. However, clinic policy was that if patients 
who were severely depressed, suicidal, psychotic, or 
significantly at risk to become psychotic were referred 
to individual psychotherapy, they would be referred to 
long-term psychotherapy and not brief psychotherapy. 
Although it was not clinic policy to do so, staff also 
tended to refer patients whom they regarded as very 
gcod psychotherapy candidates to long-term psycho- 
therapy. For patients assigned to brief therapy, the 
therapist could decide whether to use time-limited psy- 
chotherapy; however, therapists were encouraged to 
use time-limited psychotherapy with all patients re- 
ferred to brief psychotherapy. Variables that may have 
incluenced the decision to use time-limited psychother- 
ary were not measured or controlled in the study. 


Types of Psychotherapy 


Open-ended psychotherapy. Long-term, open-ended 
psychotherapy was the most typical type of individual 
psychotherapy offered at the clinic when the study was 
dene. The defining feature of open-ended psychother- 
apy was the absence of a specified duration; the patient 
could continue until he or she decided to terminate 
(either independently or in conjunction with the ther- 
apist) or until the therapist left the clinic. The possible 
duration of open-ended psychotherapy with his same 
therapist ranged from about 6 months to 2 or more 
years, depending on how long the therapist was asso- 
ciated with the clinic. 

The most definite termination information that 
might be given at the outset of open-ended psychother- 
apy was that the therapist would be leaving at some 
designated future time. However, not all open-ended 
psychotherapy patients were given such information. 
Clinic records did not reliably indicate how often ter- 
mination was discussed with open-ended psychother- 
apy patients at the outset. Our impression is that most 
patients were not given this information. Open-ended 
psychotherapy as taught and advocated at the clinic 
was a psychodynamically oriented, flexible psycho- 
es the median session frequency was once a 
week. 
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Brief psychotherapy. The main difference between 
how brief psychotherapy and open-ended psychother- 
apy were conducted at the clinic was that brief psy- 
chotherapy patients were told at the beginning of ther- 
apy by the therapist or the evaluating clinician that 
their treatment was expected to last about 3—4 
months. Like open-ended psychotherapy, a definite 
termination date was not set at the beginning of brief 
psychotherapy, and, in practice, the precise end of psy- 
chotherapy was negotiable depending on the thera- 
pist’s judgment of what was indicated clinically and 
what the patient wanted. For the purposes of this 
study, if a brief psychotherapy treatment went beyond 
16 sessions, it was still counted as brief psychotherapy 
because we were interested in the effect of how the 
treatment contract was set up at the beginning. 

Time-limited psychotherapy. At the time of the 
study, Mann’s time-limited psychotherapy (10-12) 
was being taught and developed as the clinic standard 
for brief psychotherapy. Some of the therapists at the 
clinic were taking or had recently taken a didactic sem- 
inar on the time-limited psychotherapy method. There- 
fore, the therapists who used time-limited psychother- 
apy were relative beginners with the model, although 
their overall clinical experience varied widely. 

Time-limited psychotherapy differed from brief psy- 
chotherapy most clearly in how the ending of the psy- 
chotherapy was addressed when the treatment started. 
For all patients given time-limited psychotherapy, doc- 
umentation in the clinic chart indicated that the ther- 
apist set a specific number of sessions and sometimes a 
termination date with the patient when treatment be- 
gan. In most time-limited psychotherapies, the patient 
was offered a contract of 12 sessions, Mann’s time- 
limited psychotherapy standard. However, therapists 
sometimes deviated from the 12-session model. For 
example, therapists who had fewer than 12 weeks re- 
maining at the clinic offered patients fewer than 12 
sessions. Cases were included in the time-limited psy- 
chotherapy group in the present study if the number of 
sessions offered to the patient ranged between eight 
and 16. 

In addition to a 12-session contract, a second fun- 
damental principle of Mann’s time-limited psycho- 
therapy is to identify a central issue in treatment and 
to communicate this issue explicitly to the patient 
when the therapy starts (10—12). A central issue or 
focus was identified in some cases in the study group. 
However, the extent to which the focus was formu- 
lated according to time-limited psychotherapy princi- 
ples (10—12) and adhered to throughout the psycho- 
therapy probably varied. On the basis of a systematic 
review of therapists’ treatment summaries in the clinic 
charts, we determined that the only time-limited psy- 
chotherapy principle always implemented by thera- 
pists who used time-limited psychotherapy was the ex- 
plicit setting of a specified number of sessions at the 
outset of psychotherapy. 
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TABLE 2. Dropout Rates of 149 Patlents Given Time-Limited, 
Brief, or Open-Ended Psychotherapy 


Patients Who Patients Who 
Dropped Out Remained 
of Therapy in Therapy 
Type of Psychotherapy N % N % 
Time-limited (N=34) 11 32 23 68 
Brief (N=46) 31 67 15 33 
Open-ended (N=69) 42 61 27 39 


Therapists and Termination Categories 


Patients were treated either by trainee (74.5% of the 
patients, N=111) or staff (25.5%, N=38) therapists. 
Forty-three trainees and 20 staff therapists treated the 
patients in the study group. The psychotherapy expe- 
rience of trainees ranged from 0 to 3 years. The expe- 
rience of staff therapists doing psychotherapy ranged 
from less than 1 year to more than 10. Twenty-seven 
of the therapists were psychiatrists, 18 were nurses, 
nine were social workers, five were mental health 
workers, and four were psychologists. The number of 
cases per therapist ranged from one to 10, with a 
median of three. Nine therapists treated patients in 
time-limited psychotherapy only, 15 therapists had pa- 
tients in both time-limited psychotherapy and at least 
one of the other forms of individual psychotherapy, 
and 39 therapists treated patients in brief psychother- 
apy and/or open-ended psychotherapy but not in time- 
limited psychotherapy. Both staff and trainee thera- 
pists were supervised. The prominent orientation among 
supervisory personnel at the clinic was psychoanalytic 
psychotherapy. 

Clinic records were used to determine how a patient 
terminated psychotherapy. Patients were classified as 
having dropped out of therapy (N=84) or as remain- 
ing in therapy (N=65) according to a coding system 
developed for the study (18). The dropout group con- 
sisted of patients who unilaterally and abruptly 
stopped keeping appointments, either with or without 
notice to the therapist but without the therapist’s con- 
currence. The patients who remained in therapy con- 
tinued to a preset or planned termination date (mutu- 
ally agreed on by patient and therapist) or until the 
therapist initiated termination. 


RESULTS 
Dropout Rate by Type of Psychotherapy 


The dropout rate for time-limited psychotherapy 
was 32%, about one-half the rate for brief psychother- 
apy (67%) and the rate for open-ended psychotherapy 
(61%) (see table 2). The association between whether 
a patient dropped out of or remained in therapy and 
type of psychotherapy (time-limited, brief, or open- 
ended) was significant (x*=10.81, df=2, p<0.005), 
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TABLE 3. Relationship of Dropout Rates to Severity of Impairment for 149 Patients Given Time-Limited, Brief, or Open-Ended Psychotherapy 





Least Severe 
Dropped 

Out ` Remained 
Type of ——_—_- — 
Psychotherapy N N % N %o N 
Time-limited (N=34) 19 6 32 13 68 14 
Brief (N=46) 23 16 70 7 30° 22 
Open-ended (N=69) 21 13.62 8 38 37 


Total (N=149) 63 35 56 28 44 73 


indicating that the proportion of patients who dropped 
out or remained differed by type of psychotherapy. 

The results of chi-square tests done to see if there 
was an association between termination group and 
type of therapy for time-limited psychotherapy com- 
pared with brief psychotherapy (corrected y“=8.27, 
df=1, p<0.005) and for time-limited psychotherapy 
compared with open-ended psychotherapy (corrected 
x’=6.32, df=1, p<0.02) indicated that the dropout 
rate from time-limited psychotherapy was significantly 
lower than the dropout rate from either brief or open- 
ended psychotherapy. 


Patient Characteristics 


Demographic features of the patients were examined 
to determine if the differential dropout rates could be 
explained by demographic differences of the patients in 
the three forms of psychotherapy. Chi-square tests re- 
vealed no statistically significant differences in gender, 
age, race, marital status, or education among the pa- 
tients in the three types of psychotherapy. 

To explore whether the differential dropout rates 
could be due to differences in patients’ diagnoses, we 
assigned patients to one of three categories of severity 
of impairment using their DSM-III axis I and axis II 
discharge diagnoses. A three-category system was used 
because there were too few patients in some diagnostic 
groups to statistically examine the potential contribu- 
tion of diagnosis to dropping out. The DSM-III diag- 
noses that the analyses are based on are regarded only 
as gross indicators of functional impairment because 
the diagnoses were made by different therapists with 
varied backgrounds and experience and no systematic 
attempts were made to establish the reliability of the 
diagnoses. Discharge diagnoses were used because we 
believed that they were likely to be more accurate de- 
scriptions of the patients during the target episode of 
treatment than the intake diagnoses. 

The three-category system used to indicate severity 
of impairment was 1) least severe (no diagnosis or ad- 
justment disorder), 2) moderately severe {major de- 
pression without an axis II diagnosis, other affective or 
anxiety disorder with or without an axis IJ diagnosis, 
axis II personality disorder, adjustment disorder with 
an axis II diagnosis, or other miscellaneous categories 
such as bulimia and ego-dystonic homosexuality with 
and without an axis II diagnosis, and 3) most severe 
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Moderately Severe Most Severe 
Dropped Dropped 
Out Remained Out Remained 
N % N % N N %o N % 
4 29 10 71 1 1 100 0 0 
15 68 7 32 1 0 0 1 100 
21 57 16 43 11 8 73 3 27 
40 S55 33. 45 13 9 69 4 31 


(major depression with an axis II diagnosis, bipolar 
disorder, or psychosis with or without an axis II diag- 
nosis). Table 3 presents the numbers of patients who 
dropped out of or remained in therapy in each severity 
category for each type of psychotherapy. 

A three-by-three Kruskal-Wallis test (19) was used 
to examine the relationship between severity of impair- 
ment and type of psychotherapy because the expected 
cell frequencies were inadequate for a valid chi-square 
test. The Kruskal-Wallis statistic (corrected H=10.834, 
p<0.01) indicated that type of psychotherapy was sig- 
nificantly associated with severity of impairment. In- 
spection of the data revealed that 11 (16%) of the 
open-ended psychotherapy patients, one (3%) of the 
time-limited psychotherapy patients, and one (2%) of 
the brief psychotherapy patients were in the most se- 
vere category. This difference suggested that although 
time-limited psychotherapy and open-ended psycho- 
therapy patients may have differed in severity of im- 
pairment, time-limited psychotherapy and brief psy- 
chotherapy patients did not. Ryan’s procedure for 
pairwise comparisons with the Kruskal-Wallis test (20) 
confirmed this impression: no association was found 
between severity of impairment and type of psycho- 
therapy when time-limited psychotherapy was com- 
pared with brief psychotherapy. However, when time- 
limited psychotherapy and open-ended psychotherapy 
patients were compared along the dimension of sever- 
ity, Ryan’s procedure revealed a significant difference 
(Z=2.77, p<0.05). Brief psychotherapy and open- 
ended psychotherapy patients also differed on the di- 
mension of severity (Z=2.62, p<0.05). 

The association between severity of impairment and 
type of psychotherapy for open-ended psychotherapy 
and time-limited psychotherapy patients suggested 
that the differential dropout rates from the two types 
ot psychotherapy could be due to patient differences. 
However, for severity of impairment to account for the 
different dropout rates, severity of impairment would 
have to be positively associated with dropping out. No 
significant association between severity of impairment 
and type of termination was found (x*=0.965, df=2, 
p<0.65), suggesting that the differential dropout rates 
among the types of psychotherapy were not due to 
patient differences in severity of impairment. A chi- 
square test comparing types of psychotherapy and 
termination groups was performed without the 13 pa- 
tients who were rated most severe in functional im- 
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pairment. The results (y*=11.95, df=2, p<0.003) re- 
vealed a statistically significant difference in dropout 
rates for time-limited psychotherapy (30% [N=10]), 
brief psychotherapy (69% [N=31]), and open-ended 
psychotherapy (59% [N=34]). Thus, the differential 
dropout rates among the three types of psychotherapy 
do not seem to have been due to patient differences in 
severity of impairment. 


Therapist Characteristics 


To explore the possibility that the differential find- 
ings in dropout rates were due to therapist differences, 
the proportions of trainee and staff therapists in each 
of the psychotherapy groups were compared. A statis- 
tically significant association was found (y7=13.91, 
df=2, p=0.001), Nineteen (41%) of the patients given 
brief psychotherapy, 11 (32%) of the patients given 
time-limited psychotherapy, and eight (12%) of the 
patients given open-ended psychotherapy had staff 
therapists. However, the therapist’s status was not sig- 
nificantly associated with type of termination (correct- 
ed x*=2.39, df=1, p<0.13), indicating that the differ- 
ential dropout rates for the psychotherapy groups were 
not due to differences in therapist status along the 
trainee versus staff dimension. The fact that 67% of 
the therapists (88% [N=30] of the patients in time- 
limited psychotherapy) who provided time-limited 
psychotherapy also performed one or both of the other 
forms of therapy is evidence against the possibility that 
unmeasured, nonspecific therapist characteristics were 
responsible for the differential dropout rates. When the 
patient dropout rates of the therapists who performed 
more than one other form of therapy (102 patients) 
were compared along the dimension of type of ther- 
apy, the dropout rate of time-limited psychotherapy 
patients (32% [N=8]) was significantly (y7=6.17, 
df=2, p<0.05) below the dropout rate of brief psy- 
chotherapy and open-ended psychotherapy patients 
(65% [N=22] and 51% [N=22], respectively). Addi- 
tionally, when the work of the therapists who per- 
formed only one type of therapy was compared (47 
patients), the dropout rate by type of therapy persisted 
(dropout rates of 33% [N=3], 75% [N=9], and 77% 
[N=20], respectively, for time-limited psychotherapy, 
brief psychotherapy, and open-ended psychotherapy). 
No valid chi-square test could be performed on data 
for these 47 patients because of small cell sizes. The 
fact that higher dropout rates were not significantly 
associated with therapist variables as measured in this 
study (trainee versus staff and type of therapy practice) 
is evidence that the differential dropout rates among 
the types of psychotherapy were not a function of 
qualities of the therapists. 


Dropout Rate by Length of Therapy 


To determine if the differential dropout rate was due 
to the possibility that time-limited psychotherapy had 
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fewer sessions and, therefore, presented less opportu- 
nity to drop out, means and standard deviations for 
the number of sessions by type of psychotherapy were 
examined. The mean:+SD number of sessions for time- 
limited psychotherapy, brief psychotherapy, and open- 
ended psychotherapy, respectively, was 10+5.1, 7.8% 
7.5, and 15.4+12.8 sessions. The mean number of 
sessions for the patients who dropped out of time- 
limited psychotherapy, brief psychotherapy, and open- 


“ended psychotherapy was 6.9+5.2, 5.3+4.6, and 10.9+ 


9.9, respectively. By the 12th session, eight (73%) of 
the 11 patients who dropped out of time-limited psy- 
chotherapy, 27 (87%) of the 31 patients who dropped 
out of brief psychotherapy, and 32 (76%) of the 42 
patients who dropped out of open-ended psychother- 
apy had left treatment. Additionally, a chi-square com- 
parison eliminating the 49 patients whose treatment 
went beyond 12 sessions yielded y7=13.48, df=2, 
p<0.0015, and dropout rates of 36% [N=8], 73% 
(N=27], and 81% [N=33], respectively, for time-lim- 
ited psychotherapy, brief psychotherapy, and open- 
ended psychotherapy. Thus, the differential dropout 
rates do not appear to be due to the possibility that 
patient dropout occurred in any significant proportion 
after most time-limited psychotherapy treatments had 
terminated. 

To examine the possibility that unknown correla- 
tions contributed to the positive and robust findings of 
lower dropout rates with time-limited psychotherapy 
and obscured the effects of other variables, we per- 
formed a logistic regression analysis with the indepen- 
dent variables of length of treatment, type of psycho- 
therapy (time-limited, open-ended, or brief), status of 
therapist (trainee or staff), and severity of dysfunction 
(least, moderately, and most severe). Whether the pa- 
tient dropped out of or remained in therapy was the 
dependent variable. The results, presented in table 4, 
indicate that within the model described by these in- 
dependent variables there was a significant overall ef- 
fect: length and type of therapy were able successfully 
to predict almost 72% of the types of termination. 


DISCUSSION 


The main finding was that the dropout rate from 
psychotherapy that had a definite time limit was ap- 
proximately one-half the dropout rate from two other 
forms of individual psychotherapy offered in an out- 
patient clinic. The finding could not be attributed to 
patient demographic or diagnostic characteristics, staff 
versus trainee therapist status, therapist practice pat- 
terns (as measured in this study), or differential lengths 
of the treatments. Because the study was archival and 
therapist and patient features could not be adequately 
controlled, it is possible that some unmeasured patient 
and/or therapist characteristics contributed to the dif- 
ferential dropout rates found. However, the findings 
were quite robust, withstood all tests of alternative 
interpretations that could be made with the available 
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TABLE 4. Logistic Regression Analysis of Whether Patients Remained in Therapy by Type of Therapy, Severity of Impairment, Length of 


Treatment, and Status of Therapist? 





| Standard 
Independent Variables” Beta Error Wald“ df R p 
Type of psychotherapy 13.34 2 0.21 0.001 
Time-limited versus open-ended 1.08 12.34 1 0.25 0.00004 
Open-ended versus brief = —=0.26 0.89 1 0.00001 n.5. 
Severity of impairment 0.84 Z 0.00001 n.s. 
Least severe versus most severe 0.28 0.73 1 0.00001 1.8. 
Moderately severe versus most severe 0.14 0.20 1 0.00001 n.8. 
Length of treatment 0.11 17.73 1 0.28 0.00001 
Status of therapist? —0.40 2.92 1 —0.07 0.09 


“In step one, length was added (model y?=22.65, df=1, p<0.00001); in step two, type of therapy was added (model x*=37.95, df=3, 


p<0.00001) (overall model x?=42.05, df=6, p<0.00001). 


ether the patient remained in therapy was the dependent variable. 


The ratio of the coefficient of regression squared over the standard error; approximates the chi-square distribution (21). 


1=trainee; —1—staff. 


data, and are consistent with Mann’s assertion that 
time-limited psychotherapy has a lower dropout rate 
than is typical for outpatient individual psychotherapy 
(10). Furthermore, the findings have important clinical 
implications and merit examination in a prospective 
study in which patients are randomly assigned to dif- 
ferent individual psychotherapy conditions. 

One likely explanation for the differential dropout 
rates is the manner in which time-limited psychother- 
apy clearly differed from both brief psychotherapy and 
open-ended psychotherapy. Only in:time-limited psy- 
chotherapy was a specific time limit explicitly set for 
the therapy at the start of the treatment. Making the 
ending explicit and definite may help reduce any pa- 
tient tendencies to enact conflicts or fears about termi- 
nation or the psychotherapy by dropping out. For ex- 
ample, it is possible that a clearly limited, short 
duration of psychotherapy reduces fears concerning re- 
lationship issues such as intimacy, dependency, and a 
regressive relationship with the therapist. A limited du- 
ration and definite ending prescribed at the beginning 
may provide a psychological structure that helps a pa- 
tient remain in therapy even in the face of frustrating, 
stressful, frightening, or otherwise problematic feelings 
and experiences. Some patients simply may be more 
willing to “stick it out” when they know the psycho- 
therapy will end soon. Alternatively, other aspects of 

time-limited psychotherapy, such as setting a focus, the 
aoe establishment of a positive therapeutic alliance, 
and greater therapist activity, could have had more 
impact on the dropout rate than the technique of set- 
ting a preset limit (10-12). However, no data were 
collected to examine the potential impact of such 
variables. 

Other investigators (3, 4) have reported a lower 
dropout rate for a brief form of psychotherapy com- 
pared with a longer form of psychotherapy when both 
were offered in the same clinic. Straker (4) reported 
that the clinic dropout rate declined from 62% to 32% 
when the clinic moved from a long-term treatment ori- 
entation to a brief treatment orientation. However, he 
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did not offer an explanation for the change in dropout 
rate except to suggest that setting a time limit helped 
patients and therapists focus on addressable problems 
at hand and avoid issues of chronicity and disillusion- 
ment. Reder and Tyson (3) noted that 13% of brief 
treatment patients dropped out before the 6-month 
limit elapsed but that 41% of long-term psychotherapy 
patients dropped out by the end of 6 months. They 
assumed that the different dropout rates were due to 
patient variables because the more disturbed patients 
were selected for the longer-term psychotherapy. 

- The findings of Reder and Tyson are similar to those 
of the present study, but there are important differ- 
ences. Our sample was selected to exclude more dis- 
turbed patients (i.e., patients with chronic psychoses), 
and severity of impairment based on diagnosis did not 
account for the differential dropout rates. Further- 
more, in the present study a difference in dropout rate 
was found between the two forms of brief treatment, 
brief psychotherapy versus time-limited psychother- 
apy, as well as between time-limited psychotherapy 
and the longer-term, open-ended psychotherapy. 

In summary, the findings of the present study are 
consistent with the conclusion that the technical de- 
vices of a preset termination date and a therapy dura- 
tion that is brief can reduce the tendency of patients to 
drop out of individual psychotherapy. Because the 
study is based on archival data, many potentially im- 
portant variables were not controlled, nor can we rule 
out selection biases in the patient population. There- 
fore, the results reported here should be generalized to 
other settings with considerable caution. Further re- 
search should be done to replicate these results and to 
elucidate psychological variables that may be affected 
by setting a preset termination date and making the 
therapy duration short. To the extent the findings are 
valid, the clinical implications are clear: the dropout 
rate from individual psychotherapy in a public clinic 
for appropriate diagnostic groups may be substantially 
reduced by using a treatment in which the number of 
sessions is specified and limited from the outset. 
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Aftermath of the Rogers Decision: Assessing the Costs 


Ronald Schouten, J.D., M.D., and Thomas G. Gutheil, M.D. 


The Massachusetts Supreme Judicial Court’s deci- 
sion in Rogers v. Commissioner is generally regarded 
as an important right to refuse treatment decision re- 
quiring maximum judicial involvement in the treat- 
ment of nonconsenting patients. Since courts and leg- 
islators in other jurisdictions have looked to Rogers for 
guidance on right to refuse treatment issues, and since 
some have adopted it as a model, it is essential for 
lawmakers to understand the economic realities of the 
Massachusetts experience and the commitment of re- 
sources required by this model. The authors review 
these realities, suggesting that there are distinct reasons 
for considering this particular model “cost ineffective” 
in preserving patients’ rights. : 

(Am J Psychiatry 1990; 147:1348—-1352) 


n Rogers v. Commissioner of Mental Health (1), the 

Massachusetts Supreme Judicial Court held that all 
psychiatric inpatients, competent or:incompetent, have 
a right to refuse treatment with antipsychotic medica- 
tions except in limited emergency situations and that 
this right is based on the statutory and common (case) 
law of the Commonwealth of Massachusetts. Rogers 
held that decisions regarding use of antipsychotics 
with incompetent patients must be made by a judge 
using a “substituted judgment” analysis in the context 
of a full adversarial proceeding (1). The Rogers deci- 
sion and its clinical and theoretical implications have 
been extensively reviewed elsewhere (2—11}; a full re- 
view will not be repeated here. 

By requiring a full adversarial procedure, the Mas- 
sachusetts court created many practical and clinical 
difficulties. This article documents their nature in eco- 
nomic and human costs. 
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IMPACT AND RESPONSE 


At present no one denies that Rogers has had a ma- 
jor impact on psychiatric care in Massachusetts (un- 
published 1989 paper of S.K. Hoge et al.), but consid- 
erable disagreement remains regarding whether the net 
effect has been positive or negative (8—11). Some pre- 
liminary research results on clinical effects will be 
available soon from a multicenter study of this issue 
(unpublished 1989 paper of S.K. Hoge et al.). Infor- 
mation concerning more easily measured economic 
costs of implementing the decision, however, is now 
available in a survey reported in September 1988 by 
the legal office of the Massachusetts Department of 
Mental Health. This unpublished survey, titled “Re- 
port on the Department of Mental Health’s Implemen- 
tation of the Supreme Judicial Court’s Decision in 
Rogers v. Commissioner,” forms the basis for this pa- 
per. This unpublished report will be referred to in this 
article as the “DMH Report.” 


THE REPORT OF THE DEPARTMENT OF MENTAL 
HEALTH 


The legal office of the Massachusetts Department of 
Mental Health, recognizing the changes in staffing and 
duties since the Rogers decision, undertook a study of 
the manpower effects of Rogers. It examined an 18- 
month period from July 1986 to December 1987, dur- 
ing which more than 2,000 Rogers petitions were filed 
by Department of Mental Health attorneys. Statistics 
were compiled regarding the total number of petitions 
filed, whether the patient accepted or refused treat- 
ment, the percentage of petitions granted or denied in 
each of these categories, the time required to obtain a 
court order, and resources (in terms of attorney, clini- 
cian, and paralegal hours) expended in pursuing such 
an order. Statistics on judicial time spent and costs for 
non-Department-of-Mental-Health counsel, independ- 
ent experts, and guardians were not included. 


CASELOAD 


During the 18-month period in question, the Mas- 
sachusetts Department of Mental Health filed petitions 
for Rogers orders in 2,273 cases, approximately 126 
per month—-an average of more than five for every 
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working day. This number is misleadingly low. The 
data in the DMH Report do not include Department of 
Mental Health patients for whom petitions might be 
appropriate but had not been filed because of the pa- 
tient’s treatment compliance or the reluctance of staff 
to engage in the adversarial process. In addition, the 
DMH Report emphasized that the survey did not in- 
clude patients outside the Department of Mental 
Health at private psychiatric facilities, nursing homes, 
and general hospitals or under the care of other public 
agencies or private practitioners. The results of a strict 
application of Rogers in all of these settings are a mat- 
ter of speculation. 

The majority (70%) of Department of Mental 
Health petitions involving mentally ill patients were 
for patients who were presumed to be incompetent and 
were refusing antipsychotic medication. Patients who 
may have been incompetent but who accepted medi- 
cations (“assenting”’ patients), estimated to be in the 
thousands, were in practical terms rarely the subjects 
of Rogers proceedings. Thus, not only was the number 
of Rogers cases from all sources greater than the 126 
per month documented by the DMH Report, but the 
potential caseload from the Department of Mental 
Health alone was considerably larger than what was 
actually presented to the courts. 

Of the 2,273 petitions filed during the period in 
question, 57 were withdrawn—presumably because 
the patient had been discharged from the petitioning 
facility before the competency hearing, the competency 
of the patient was reassessed, the treatment plan was 
altered to omit medications, or the patient started to 
take medications voluntarily. The DMH Report sug- 
gested that in some cases the response to medication 
then rendered the patient competent to consent, thus 
eliminating the need for further proceedings. It did not 
report how many of those patients for whom the pe- 
titions were withdrawn became the subjects of later 
petitions, 

According to the data in the DMH Report, the 
courts granted 2,195 (99.1%) of the 2,216 petitions 
pursued to completion and denied the petition in 21 
(0.9%) of the cases. Thus, in less than 1% of the cases 
was the patient’s refusal of treatment granted judicial 
authority. Efforts to obtain follow-up information on 
these patients are underway. When examined in terms 
of whether the patients in question were refusing or 
accepting medications at the time of petition, the data 
reveal that, of the 1,514 petitions involving medication 
refusal, 1,493 (98.6%) were granted. All 702 of the 
petitions that did not involve medication refusals but 
involved incompetent patients who were accepting 
medications were granted. Approximately 25% of the 
2,216 cases heard involved mentally retarded patients, 
and a majority of these patients were accepting their 
medications. Of the petitions involving the mentally ill, 
70% involved patients refusing medication and 30% 
involved patients accepting medication. In no case in- 
volving mentally retarded or mentally ill patients who 
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accepted medications did the court order termination 
of treatment. 

The vast majority of petitions (N=1,991) were han- 
dled by the probate court in conjunction with a guard- 
ianship proceeding. Of these, 894 were filed for review 
of an order previously entered by the probate court. 
The remaining 282 were filed in district courts in con- 
junction with commitment proceedings. The DMH 


Report suggested that several of the treatment plans 


for both mentally ill and mentally retarded patients 
underwent modification during the process before final 
approval, supposedly as a result of negotiation among 
parties. 


MANPOWER ANALYSIS AND CALCULATION OF 
COSTS 


The DMH Report estimated that the Department of 
Mental Health expended 10 hours of direct and indi- 
rect attorney time on each of 2,216 Rogers cases that 
were followed to completion. A more specific time 
analysis revealed the following: 

1. When the patient was accepting treatment and 
already had a guardian, the petitioning (Department of 
Mental Health) attorney spent 1 to 2 hours in prepa- 
ration and about 15 minutes in actual court time. 

2. When the patient was presumed competent, had 
no guardian, and was actively refusing medication, at- 
torney preparation took more than 5 hours, and the 
time spent at the hearing was often a day or more. 

3. Pretrial memoranda as well as appearance at a 
pretrial hearing were required in some cases. 

4, In cases where approval of a treatment plan was 
pursued in conjunction with a commitment hearing, 
the addition of the medication issue added at least an 
additional 30 minutes of hearing time and 1 to 2 hours 
of preparation time. 

5. In total, a minimum of 10,500 attorney hours 
were spent in the preparation and trial of Rogers cases 
during the 18 months in question. The DMH Report 
equated this to 28 direct attorney hours for each work- 
ing day. 

6. Clinical staff are responsible for the preparation 
of a detailed affidavit that addresses each of the six 
patient-treatment factors required in Rogers for sub- 
stituted judgment (1). The DMH Report suggested 
that preparation of these reports by the psychiatrist, 
psychologist, or social worker requires “‘at least a full 
hour of clinical staff time.” Experience at our institu- 
tion, which is extremely familiar with Rogers hearings, 
suggests that this is an excessively conservative esti- 
mate of the time required for preparation of these af- 
fidavits. More realistically, staff—most of whom are 
novices at writing such documents—would require 1 
to 3 hours; additional time is needed for supervision. 

7. Clinicians generally are not required to testify 
when affidavits are complete. In more difficult cases 
their testimony is required, involving at least half an 
hour of testimony; this is in addition to the prepara- 
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tion time with the attorneys for both the Department 
of Mental Health and the patient, as well as with the 
guardian or monitor. The Department of Mental 
Health survey found that 4,800 direct clinical staff 
hours were spent on Rogers petitions during the 18 
months in question. This works out to 18 clinical staff 
hours per working day. 

8. On average, 1—1'% paralegal hours are required to 
prepare each guardianship petition to be filed. The ad- 
dition of a Rogers request adds approximately 15 min- 
utes of preparation time. Paralegals are also responsi- 
ble for follow-up notices to the parties after the 
hearing. The DMH Report estimated that more than 
3,000 hours of paralegal time were expended on Rog- 
ers cases during the study period. This equals 1112 
paralegal hours per working day in addition to the 
usual time spent on medical guardianship and other 
matters. 

The DMH Report projected that when direct and 
indirect times are added the following additional man- 
power would be needed to implement the Rogers de- 
cision: eight to nine full-time attorneys, four full-time 
paralegals, six and a half clerks, and eight full-time 
clinicians. To meet these needs, the Massachusetts leg- 
islature appropriated an additional $364,000 in fiscal 
year 1985 and an additional $824,000 in fiscal year 
1986 (personal communication from Richard Ames, 
General Counsel, Massachusetts Department of Men- 
tal Health). 

Note that the manpower projections do not include 
time expenditures by all parties, including travel, wait- 
ing for proceedings to commence, preparing for cases 
that are never heard, affidavit preparation time, and 
supervision of trainees. Nor do they include the time 
devoted by judges, counsel for patients, guardians, and 
independent expert evaluators. We stress again that 
these statistics apply to petitions for Department of 
Mental Health patients—that is, patients in this sub- 
stantial but limited part of the public sector. Similar 
and perhaps greater resources are expended on Rogers 
proceedings for patients in private facilities, general 
hospitals, nursing homes, the Department of Correc- 
tions, the Department of Public Health, and other 
agencies and organizations that treat the mentally ill. 
To our knowledge, statistics for those settings have not 
been gathered. 


INTERPRETING THE DATA 


The system mandated in the Rogers decision pro- 
vides some scrutiny of clinical decisions and may bring 
about some element of negotiation and modification of 
treatment plans. However, the advice of the petition- 
ing clinicians is ultimately followed in the overwhelm- 
ing majority of cases. To assess fully the importance of 
these decisions, we still need to know how many of 
these petitions were contested and how many were 
resubmitted; these data are not available. Neverthe- 
less, a number of hypotheses may explain the over- 
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whelming likelihood that a petition to override refusal 
will be granted rather than denied. 

First, research in Massachusetts (12) has suggested 
that when asked to make commitment decisions, 
judges and physicians consider very similar factors. 
The decision often involves application of what 
amounts to a best interest test rather than strict adher- 
ence to the official dangerousness criteria for commit- 
ment. It is quite possible that judges, faced with an 
issue of substituted judgment in right to refuse treat- 
ment cases, may nevertheless exhibit some bias toward 
the more humanitarian (but less libertarian) traditional 
best interest analysis. That is, judges may opt for treat- 
ment rather than strictly applying the rights-driven 
substituted judgment model, in which the generally ac- 
knowledged best interest of the patient could theoret- 
ically be ignored in favor of “the right to rot with one’s 
rights on” (5). As Appelbaum stated (4), and we can 
confirm, the focus in Rogers hearings is often on the 
appropriateness of treatment and not on competency. 

Second, when representing clearly psychotic incom- 
petent clients it is possible that some attorneys might 
yield to their own interpretation of fiduciary responsi- 
bility and present a pro forma or less-than-aggressive 
opposing argument. Indeed, it is our experience that 
responsible attorneys join physicians and judges in this 
ethical bind when they recognize a client’s need for 
treatment (13). 

Third, it is not at all clear that disposition of the 
issues raised in these proceedings is quite as devoid of 
the need for professional expertise as the Supreme 
Judicial Court suggested (1). Given evidence of respon- 
sible medical decision making, judges faced with diffi- 
cult substituted judgment decisions may be more likely 
to defer to the judgment of treating physicians. Such a 
decision may be fostered because, as described else- 
where (14), there are some inherent paradoxes in sub- 
stituted judgment decision making as it might apply to 
antipsychotic treatment. 

Fourth, clinicians faced with the ‘‘adversarializa- 
tion” of a formerly clinical process learn to perform as 
adversaries, framing their cases in the best possible 
light. The ability of physicians, aided by more experi- 
enced attorneys, to play the game effectively certainly 
contributes to the success of petitions. 

Finally, in view of many clinicians’ distaste for court 
proceedings and the extensive institutional, clinical, 
and personal costs of pursuing a Rogers petition, an 
efficiency model may predominate, as it does with 
commitment (12): clinicians may choose to pursue 
only those petitions likely to succeed in achieving treat- 
ment (15). Thus, difficult decisions may be diverted 
into other channels, such as discharge or allowing the 
patient to remain untreated. 


ADDITIONAL COSTS 


Although the DMH Report can provide us with an 
estimate of the direct economic costs of the process 
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and the expenditure of resources, the additional “non- 
economic” costs of these cumbersome procedures are 
more difficult to assess. Such costs include the damage 
to the therapeutic relationship caused by the funda- 
mental “‘adversarialization” of the treatment process 
as well as the effects of courtroom proceedings and the 
suffering of patients when treatment is delayed (some- 
times to an extreme and substantial degree) as they 
await hearings. At our institution, the maximum delay 
for a Rogers hearing was 11 months, and delays of 8 to 
10 weeks are now common. Throughout this time 
many patients suffer the effects of an intense, frighten- 
ing, and debilitating illness. Concerned family mem- 
bers suffer with them while awaiting a treatment deci- 
sion. In addition to the impact of the process on 
individual patients and their families, the time de- 
mands placed on clinicians in already understaffed fa- 
cilities deny not only these but other patients needed 
treatment. Finally, the time spent in the paperwork 
and testimony for all these procedures must, of neces- 
sity, be subtracted from the most valuable resource in 
any public facility: direct time spent by the clinician 
with the patient (15). 

Regrettably, clinicians faced with a potential Rogers 
hearing on a case may decide to discharge a treatment- 
refusing patient who meets minimal safety standards 
or to allow the patient to remain unmedicated until 
complete decompensation occurs, thus either making 
the argument for treatment more compelling at a later 
hearing or permitting treatment under emergency 
sanctions (1). This ethical quagmire permits no easy 
resolution. 


ARE THERE BENEFITS TO MATCH THE COSTS? 


These findings merit a close examination of the ben- 
efits against which these costs might be weighed. Does 
SNA of strict autonomy justify the potential 

arm-—to the individual patient, his or her family, and 
society—of delaying treatment and engaging in a cum- 
bersome ritual with minimal effect? The notion of the 
revolving door, whereby the untreated patient is dis- 
charged and then almost immediately needs to be re- 
hospitalized because his or her basic need for treat- 
ment has been unmet, is yet another latent cost of this 
procedure. 

More precisely, what benefits has the Rogers deci- 
sion yielded? Some commentators have suggested that 
the decision has forced physicians to become more in- 
volved with their patients and discuss medication deci- 
sions to a much greater extent, that it has “tightened 
up” the decision making process. No data are available 
to confirm or deny this, but less adversarial systems 
accomplish the same goal (15, 16). Many others have 
suggested that the time required for filling out the sub- 
stantial paperwork on this decision and making the 
required phone calls actually decreases the time spent 
with the patient. Certainly scrutiny of any type, 
whether it is psychotherapy supervision, utilization re- 
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view, clinical case conferences, or threat of judicial 
review, heightens our awareness of the details of our 
work. But is this slim benefit enough, given the overall 
clinical and monetary costs? The mainstay of success- 
ful supervision is a cooperative approach aimed at a 
common goal, not an adversarial process. 

The data provided by the DMH Report and our own 
experiences and those of others with the impact of the 
Rogers decision (17-19) raise a serious question: Are 
the patients getting any benefit, either clinically or in 
terms of rights protection, out of this expenditure of 
scarce resources? The procedure now in place involves 
vast expenditures of time, money, and effort in a pro- 
cess that appears to have negligible practical effects on 
outcome. Approximately $1,000,000 was expended 
on the Department of Mental Health legal apparatus 
alone in this 18-month period; no portion of this 
amount was devoted to direct patient care. Alternative 
uses for these funds for housing and direct patient care 
quickly come to mind. 


CONCLUSIONS 


The right to refuse treatment and the concept of 
individual autonomy are principles worth protecting 
as central to our system of values. Their recognition by 
all physicians helps to ensure that patients are actively 
involved in treatment decisions whenever possible (20, 
21), When the individual patient is unable to partici- 
pate in the process by reason of incompetence, it is not 
unreasonable and, as we already noted, may indeed be 
beneficial to have some process of third-party scrutiny 
of clinical decisions. As Appelbaum (4) has noted, such 
scrutiny perhaps should not be reserved only for these 
cases but should be a part of every institutional deci- 
sion making process. The patients’ rights, which the 
Rogers court hoped to protect, do not appear to be 
particularly well served by this process, given the re- 
sults revealed in the DMH Report. 

It is worth noting once again that several other plans 
for making treatment decisions for incompetent pa- 
tients have been proposed and adopted in different 
states (16, 21—23) in which the legislatures and courts 
are presumably no less reasonable or sensitive to rights 
than those in Massachusetts. It is perhaps the most 
poignant reflection of the futility of protecting patients 
through “adversarialization” of treatment that the 
more informal models actually honor more patient re- 
fusals and review more total cases than occurs under 
the Rogers decision, which is ostensibly designed to 
maximize protection (15). Indeed, over time, it appears 
that the number of refusals honored by the courts has 
dropped in Massachusetts. This may be the result of 
the inherent sensibilities of the bench and bar and the 
increasing skill of clinicians. The time may be right for 
Massachusetts and other jurisdictions to consider ap- 
plication of alternative models (16, 21-23). Such mod- 
els would reduce all of the costs discussed here and 
promote prompt treatment and discharge from the 
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hospital of the mentally ill. In addition, this goal could 
be accomplished in a framework that both improves 
the quality of care and provides greater protection of 
the rights of patients to make treatment decisions. 

The right to refuse treatment deserves protection; as 
always, at issue is the form that such protection should 
take. Although few of us would suggest that an abso- 
lute monetary value can be set on individual freedoms, 
a rational society establishes systems whereby maxi- 
mum protection of rights is balanced against social and 
financial costs. Such is the essential economic tension 
in any society. The economic and clinical experience 
of Massachusetts in the post-Rogers era should be 
assessed by other jurisdictions as they consider the 
adoption of similar procedures in the name of rights 
protection. 
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Effects of Doxepin on Withdrawal Symptoms 
in Smoking Cessation 


Joseph K. Murphy, Ph.D., Neil B. Edwards, M.D., Anna D. Downs, Ph.D., 
Bette J. Ackerman, Ph.D., and Ted L. Rosenthal, Ph.D. 


In a double-blind study, 15 cigarette smokers self- 
monitored 10 withdrawal symptoms. For the first 21 
days (baseline), subjects received doxepin hydrochlo- 
ride, up to 150 mg/day, or inert medication while con- 
tinuing to smoke. On day 22, they were instructed to 
stop smoking; medication was continued. Withdrawal 
symptoms on the first 28 days of treatment (baseline 
and 7 days of attempted cessation) were analyzed. 
During cessation, subjects taking doxepin reported sig- 
nificantly less craving for cigarettes. Results from this 
study and others suggest that antidepressants may at- 
tenuate the severity of symptoms during withdrawal 
from addictive substances. 

(Am J Psychiatry 1990; 147:1353-1357) 


uring the course of smoking cessation, cigarette 

smokers experience nicotine withdrawal symp- 
toms (1—3). The expectation of having these symptoms 
may prevent attempts to stop smoking; the occurrence 
of symptoms has been associated with relapse (4, 5). 
Attempts to reduce withdrawal symptoms have fo- 
cused largely on the use of nicotine gum. The evidence 
that gum, relative to placebo, reduces the intensity of 
withdrawal symptoms has been mixed (6—8). Our 
studies have examined the use of doxepin, a tricyclic 
antidepressant. In the first study (9), a case series com- 
paring patients receiving doxepin to patients receiving 
no pharmacotherapy, the subjects who received dox- 
epin reported less frequent and less intense symptoms 
when they stopped smoking cigarettes; differences in 
actual cessation did not occur. In a subsequent double- 
blind study of doxepin and inert medication (10), the 
subjects taking doxepin were significantly more likely 
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to still be abstinent 2 months after beginning cessation. 
The present report provides an analysis of the subjects’ 
withdrawal symptoms during the first 4 weeks of the 
aforementioned double-blind study, i.e., during 3 base- 
line weeks in which they continued smoking and dur- 
ing the first week in which they attempted to stop 
smoking. 


METHOD 


The procedures for subject recruitment, enrollment, 
and treatment have been described previously (10). 
Briefly, 23 healthy adults met the following eligibility 
criteria: 1) they were at least 18 years of age, 2) each 
had made a previous unsuccessful attempt to stop 
smoking that was accompanied by withdrawal symp- 
toms, 3) there was an absence of psychiatric com- 
plaints and contraindications for doxepin use, and 4) 
they each made a $135 deposit that was fully refund- 
able if they stopped smoking for 7 days and kept all 
appointments. The protocol was approved by the in- 
stitutional review board for human subjects research. 
Subjects were randomly assigned to receive doxepin 
hydrochloride (N=11) or inert medication (placebo) 
(N=12) after providing informed consent. Smoking 
cessation results have been reported for the subjects 
who were recruited during the initial announcement 
(campus notices, local newspaper and television) of the 
study (10). Subsequent “word-of-mouth” advertising 
resulted in additional subjects being placed on a wait- 
ing list; random assignment and treatment occurred 
several months later. Random assignment was done by 
an investigator who had no contact with the subjects; 
the randomization code was not available to the inves- 
tigators who treated the subjects. 

Medication began on the evening of the first ap- 
pointment (day 1) and continued according to the fol- 
lowing schedule: days 1-3, one capsule; days 4-4, two 
capsules; days 7—28, three capsules. Doxepin capsules 
contained 50 mg of active drug and were visually iden- 
tical to the placebo capsules. All medication was to be 
taken shortly before bedtime. After the first appoint- 
ment, the subjects met with one of the investigators for 
brief (15—30 minutes) weekly appointments. Smoking 
cessation was to start on the morning after the fourth 
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appointment, i.e., day 22, and continue to at least the 
fifth appointment on day 28. 

Subjects self-reported on 10 withdrawal symptoms: 
1) wanting or craving a cigarette, 2) irritability, 3) anx- 
iety or nervousness, 4) difficulty concentrating, 5) rest- 
lessness, 6) headaches, 7) drowsiness, 8) gastrointesti- 
nal upset, 9) increase in appetite or weight, and 10) 
sleep changes. The first eight symptoms were diagnos- 
tic criteria for tobacco withdrawal in DSM-III. The 
ninth symptom, increase in appetite or weight, had 
been reported as a concomitant of both smoking ces- 
sation (11) and treatment with antidepressants (12). 
Since the design of this study, appetite increase or 
weight gain has become a diagnostic criterion for nic- 
otine withdrawal in DSM-III-R. The tenth symptom, 
sleep changes, was monitored to detect changes attrib- 
utable to the doxepin and because we had previously 
noted sleep changes in subjects after they stopped 
smoking. All symptoms were to be monitored at 9:00 
a.m., 3:00 p.m., and 9:00 p.m. on 6-point rating 
scales, with a rating of 1 representing very definite 
absence and a rating of 6 representing very definite 
presence of a symptom. Only ratings of 1 and 6 were 
defined in words. A separate symptom report, contain- 
ing the 10 symptoms, was provided for each rating; 
i.e., each subject completed three rating forms per day. 
Thus, 21 symptom reports were to be collected at each 
appointment. Symptoms reports from day 1 to day 21 
reflected use of medication with continued smoking. 
During days 22-28, subjects continued their medica- 
tion and attempted to stop smoking. 

In order to be included in the analysis, subjects had 
to provide symptom reports for each of the first 7 days 
of attempted cessation; actual cessation was not nec- 
essary. This restriction permitted a day-to-day assess- 
ment of the time course of symptom intensity but also 
resulted in the loss of data from several subjects. Spe- 
cifically, nine of the 11 doxepin subjects and six of the 
12 placebo subjects provided complete data. Loss of 
subjects, particularly in the placebo condition, was 
probably influenced by the subjects’ disappointment 
with their failure to stop smoking (10); i.e., they 
missed appointments and did not return their gip 
tom reports. 

Data obtained during the first 3 weeks of monitoring 
were averaged for each of the 10 symptoms to provide 
a mean baseline value. Data from each cessation day 
(days 22—28) were averaged to provide mean daily val- 
ues for each withdrawal symptom. The symptom in- 
tensity reports of the doxepin and placebo groups were 
compared by repeated measures analysis of variance 
(ANOVA). Treatment condition was a between-sub- 
jects effect; time and the interaction of time with treat- 
ment condition were within-subjects effects. Significant 
treatment condition effects were evaluated further with 
simple ANOVAs for baseline and each cessation day. 
The significance level of within-subjects effects was ad- 
justed by the Greenhouse-Geiser method. All tests 
were two-tailed, and p values less than 0.02 were con- 
sidered significant. The confidence level of 0.02 repre- 
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sented a modified Bonferroni test for the number of 
lanned comparisons (13). All analyses were per- 
omc with SAS programming (14). 


RESULTS 


The mean daily intensity of each withdrawal symp- 
tom is shown in figure 1. There was a significant treat- 
ment effect for craving (F=10.47, df=1, 13, p<0.01). 
Specifically, doxepin subjects reported less intense 
craving on days 23, 24, and 26-28 (each F>6.68, 
df=1, 13, each p<0. 02). A significant interaction be- 
tween treatment condition and time occurred with ap- 
petite (F=3.62, df=7, 91, p<0.02) (figure 1). Doxepin 
subjects experienced greater appetite symptoms before 
cessation; intensity was not increased substantially by 
cessation. In contrast, placebo subjects reported few 
changes in appetite during baseline but considerable 
increases during cessation. During the entire 4 weeks 
of the study, significant increases were reported for 
anxiety and appetite (each F>4.92, df=7, 91, each 
p<0.01) (see figure 1). As we have noted, the increase 
in appetite was affected by the interaction with treat- 
ment condition. Anxiety increased irrespective of treat- 
ment condition. 


DISCUSSION 


These results, in conjunction with our earlier report 
(10), provide the first evidence from a controlled study 
that doxepin aids smoking cessation and may do so 
through a reduction in the intensity of cigarette crav- 
ing. Our first study (9) used an aggregate index of 
withdrawal and did not identify specific symptoms 
that were reduced by doxepin. Despite some similar- 
ities between nicotine withdrawal and dysthymia and 
evidence that nicotine can serve as a mood regulator 
(12, 15), smoking cessation studies examining the ef- 
fects of antidepressants are rare. To our knowledge, 
only two such studies have been performed by other 
investigative groups. The first (16) compared use of 
imipramine, d-amphetamine, lobeline, placebo, and no 
medication. In that study, use of medication was not 
significantly associated with outcome. Furthermore, 
withdrawal symptoms were not monitored. More re- 
cently, Glassman et al. (17) examined the use of nor- 
triptyline or fluoxetine in seven smokers. Both drugs 
were associated with successful cessation, but with- 
drawal symptom data were not provided. In contrast, 
cocaine studies have examined withdrawal and suggest 
that the adjunctive use of antidepressants may reduce 
craving (18). Thus, limited evidence supports the con- 
clusion that doxepin (or other antidepressants) may 
reduce craving for cigarettes or other addictive sub- 
stances. However, three considerations may limit the 
generalizability of our data. 

The first is that all subjects who provided with- 
drawal data had not stopped smoking; i.e., two pla- 
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FIGURE 1. Mean Intensity of 10 Nicotine Withdrawal Symptoms in Nine Doxepin-Treated and Six Placebo-Treated Cigarette Smokers During 


Baseline (days 1—21) and Attempted Cessation (days 22-28) 
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cebo subjects acknowledged that they continued smok- 
ing. Thus, differences in craving and other symptoms 
may have been affected by continued smoking rather 
than medication. However, subjects who did not 
achieve abstinence did achieve substantial reductions 
in cigarette use: by self-report, fewer than five ciga- 
rettes per day. Previous research by Hughes and col- 
leagues (3, 7, 19) has shown that incomplete cessation 
of smoking did not result in significant differences in 
craving when compared to complete cessation. In ad- 
. dition, group differences in craving were significant on 
5 of the 7 days after the date set for quitting. 
Typically, mean differences in craving during base- 
line were of a 1-point magnitude on the 6-point scale; 
€g, mean+SD ratings on day 17 were 2.51.3 and 
3.4+1.7 for the doxepin and placebo conditions, re- 
spectively. During cessation, the increase for doxepin 
subjects was minor compared to the increase for pla- 
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cebo subjects. For example, the mean rating on day 28 
for doxepin subjects was 2.8+1.7 (an increase of 0.3 
points, or 12%, over baseline day 17), and for placebo 
subjects the rating was 5.1+0.8 (an increase of 1.7 
points, or 50%, over baseline day 17). The larger 
change in the placebo group occurred despite more 
intense craving during baseline, which conceivably 
could have resulted in a ceiling effect. Considering our 
small sample, we are reluctant to speculate on the clin- 
ical importance of baseline differences, point changes, 
or percent changes in withdrawal symptoms. How- 
ever, we believe the data indicate that doxepin, relative 
to inert medication, reduced craving during cessation. 
Furthermore, in light of our earlier report that use of 
doxepin was significantly associated with successful 
cessation (10), these data, if supported by future re- 
search, may have clinical relevance. 

A second consideration is attrition and our small 
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sample size. As noted earlier, complete withdrawal 
data during attempted cessation was provided by only 
six of the 12 placebo subjects and nine of the 11 dox- 
epin subjects. We hypothesize that the greater attrition 
in the placebo condition may have masked some of the 
benefits of doxepin. Specifically, subjects receiving in- 
ert medication may have failed to keep appointments 
because of their continued smoking, which may have 
been due to withdrawal symptoms. Although this is a 
speculative hypothesis, other investigators have docu- 
mented the importance of withdrawal symptoms dur- 
ing cessation attempts (4, 5). 

Our sample size also raises statistical considerations. 
While the small sample does not detract from the ro- 
bustness of our significant results, the power to detect 
differences between the doxepin and placebo condi- 
tions was limited; i.e., the power was approximately 
0.25 for detecting differences at a significance level of 
less than 0.05 (20). As shown in figure 1, several dif- 
ferences between conditions were suggested (e.g., 
drowsiness and sleep changes during baseline and rest- 
lessness during cessation), and these might have af- 
fected the impact or acceptability of doxepin. In addi- 
tion, the rapid onset of appetite increases during 
baseline might have lessened the suitability of doxepin 
for some subjects. The increase in appetite may be par- 
ticularly problematic in light of research indicating 
that weight concerns can affect smoking initiation and 
maintenance, as well as relapse (21—23). As noted in 
our earlier report (10), the maximal doxepin dose of 
150 mg/day was sometimes difficult to maintain be- 
cause subjects complained of side effects. Side effects, 
such as an increase in sleep, can negatively affect both 
adherence to and maintenance of the medication blind 
required by a study. Larger studies with more than a 
single active medication are needed to determine 
whether these effects are, in fact, important or modi- 
fiable by altered dosage regimens. 

A final consideration in the evaluation of doxepin 
for smoking cessation is the contribution of negative 
affect to successful or unsuccessful cessation. Glass- 
man et al. (24) reported that 61% of their subjects had 
histories of major depression and that clonidine was 
significantly less effective among these subjects. Other 
investigators have reported that depressive symptoms 
hamper successful cessation and are associated with 
relapse after cessation has occurred (16, 25, 26). In 
addition, anxiety has been shown to be an important 
correlate of smoking (27, 28). Therefore, doxepin, 
with both anxiolytic and antidepressant properties 
(29), may prove to be a suitable pharmacologic aid for 
many smokers. 

In conclusion, the present results suggest that dox- 
epin reduces cigarette craving among newly abstinent 
smokers. Replication with larger samples is needed. In 
addition, future pharmacologic research must examine 
competing biochemical hypotheses, elucidate dose-re- 
sponse relationships, evaluate medication effects on 
long-term cessation, and determine the role of mood 
and mood disorders in successful, sustained cessation. 
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Such research may provide smokers who wish to quit 
with more effective methods to achieve this goal. 
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Brain Neurotransmitter Changes in Three Patients 
Who Had a Fatal Hyperthermia Syndrome 


S.J. Kish, Ph.D., R. Kleinert, M.D., M. Minauf, M.D., J. Gilbert, M.D., G.F. Walter, M.D., 
C. Slimovitch, M.D., E. Maurer, M.D., Y. Rezvani, Ph.D., R. Myers, M.D., 
and O. Hornykiewicz, M.D. 


The authors examined the autopsied brains from three 
patients who had a fatal hyperthermia syndrome. There 
was marked hypothalamic noradrenaline depletion in all 
three patients, severe brain choline acetyltransferase de- 
ficiency with nucleus basalis cell loss in two patients, and 
mild to moderate brain choline acetyltransferase loss in 
one patient. Striatal dopamine metaboliteldopamine ra- 
tio was below normal in two patients and not elevated, 
as would be expected after short-term neuroleptic ad- 
ministration, in the third. This suggests that reduced ca- 
pability (aggravated by the cholinergic deficit) of the ni- 
grostriatal dopamine system to respond adequately to 
stress andlor neuroleptic-induced receptor blockade may 
be important in the development and course of fatal hy- 
perthermia syndrome. 

(Am J Psychiatry 1990; 147:1358—-1363) 


ince 1874 (1) there have appeared in the medical 

literature reports of patients afflicted with a syn- 
drome consisting of psychiatric changes and a severe 
disturbance of motor functions in the form of either 
agitation or inhibition, the latter sometimes resulting 
in a state of catatonic stupor. In addition to the cata- 
tonic symptoms, in a small group of such patients, 
there were organic symptoms consisting of severe cir- 
culatory disturbance and exsiccosis followed by a com- 
plete breakdown of functions of the autonomic ner- 
vous system, with sweating, tachycardia, and fatal 
hyperpyrexia (temperature up to 42 °C). This syn- 
drome, often described in young, acutely psychotic in- 
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dividuals, has been most frequently called lethal or 
fatal catatonia (2, 3) or, more recently, acute life- 
threatening catatonia (4, 5). 

Since the era of neuroleptic drug administration be- 
gan, it has been assumed that this condition can also be 
caused by neuroleptic drugs; hence, it has been called 
neuroleptic malignant syndrome (6). Neuroleptic ma- 
lignant syndrome may, in fact, represent an iatrogenic 
form of fatal catatonia. Because it is practically impos- 
sible to make a differential diagnosis between the two 
conditions with absolute certainty, for the purpose of 
our study we refer to this syndrome of uncertain eti- 
ology as the fatal hyperthermia syndrome. 

Although the pathophysiology of fatal hyperthermia 
syndrome is unknown, much circumstantial evidence 
suggests the possible involvement of the brain dopa- 
mine system. Thus, the syndrome has been associated 
with administration of drugs causing dopamine block- 
ade (neuroleptics [7]) or dopaminergic depletion (a- 
methyltyrosine and tetrabenazine [8]) or with abrupt 
withdrawal of dopaminergic drugs (L-dopa, bromo- 
criptine, and amantadine [9—11]). Moreover, the clin- 
ical features of fatal hyperthermia syndrome have been 
reversed in some patients by the use of dopaminergic 
agonists (L-dopa, bromocriptine, and amantadine [12, 
but see also 13)). 

To our knowledge there has been no information on 
the status of the major neurotransmitter systems in the 
brains of patients with fatal hyperthermia syndrome. 
We describe the results of our study of the behavior of 
the brain dopamine, noradrenaline, and acetylcholine 
systems in the autopsied brains of three patients who 
had fatal hyperthermia syndrome, clinically diagnosed 
as fatal catatonia (cases 1 and 2) and neuroleptic ma- 
lignant syndrome (case 3). The clinical and neuropath- 
ological findings, especially with regard to skeletal 
muscle involvement in two of the patients (cases 1 and 
2, from the University of Graz), have been described 
previously (5, 14). 


CASE REPORTS 


Case 1. Approximately 2 weeks before admission to the 
hospital, Ms. A, an apparently normal 16-year-old female 
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high school student, suddenly developed restlessness, an un- 
usual manner of talking, thought disturbance, abnormal be- 
havior, and depression and was diagnosed independently by 
two psychiatrists as suffering from acute psychosis. Several 
days before admission she received one injection of fluphen- 
azine decanoate, 25 mg i.m. A few days later she developed 
a temperature that reached 39.5 °C, ceased talking, remained 
in bed, and had no further contact with her surroundings. 

On the day of admission, Ms. A showed some psychomo- 
tor restlessness, but thereafter she became unresponsive to 
verbal or other stimuli. She remained in a state of catatonic 
stupor until she died 35 days later. Her neurological status 
was normal with the exception of mild muscular rigidity. 
Her serum creatine phosphokinase level was 3,807 U/ml 
(normal range is up to 80 U/ml). During the first 2 weeks of 
treatment she received chlorpromazine and promethazine. 
From day 14 to day 25 she received 30 mg/day of fluphen- 
azine dihydrochloride. ECT (eight treatments) and antibiot- 
ics were also given. She was fed by gastric tube and intrave- 
nous infusions. During the first 30 days, her temperature 
fluctuated between 38 and 40 °C, from day 31 to day 33 it 
was between 39.5 and 41 °C, and on day 34 and day 35, 
when death occurred, it rose to 42 °C. She sweated heavily 
and her heart rate ranged from 110 to 170 bpm. She died of 
cardiac failure. 


Case 2, Mr. B, a 24-year-old man, was apparently normal 
until some weeks before hospital admission, when he sud- 
denly developed restlessness, personality changes, and anxi- 
ety and lost contact with his surroundings. On admission to 
the hospital he was in a state of acute psychosis, with psy- 
chomotor unrest, disturbance of thought, delusions, and 
anxiety. He had little contact with his surroundings and no 
insight into his illness. His temperature was 36.7 °C. 

On the first, second, and fifth day of his hospital stay, 
clopenthixol, 75 mg i.m., was administered. From day 6 to 
day 39, fluphenazine dihydrochloride, 30 mg/day, was given. 
Three days after admission Mr. B developed catatonic stupor 
with waxy flexibility and an increase of his temperature to 
38 °C. Additional treatment consisted of intravenous feeding 
by gastric tube, ECT (15 treatments), and hemodialysis for 
kidney failure. On days 2—17 his temperature ranged from 
normal to 38 °C. During this time the patient’s condition 
improved for several days. He was responding to treatment 
and also took food by mouth. Then he went into a stupor 
again. On days 18—38 his temperature fluctuated and went 
as high as 40 °C; on days 39-46 it was about 38 °C, and on 
days 47 and 48 it was over 40 °C. Shortly before Mr. B died, 
his temperature reached 42 °C, his heart rate ranged from 
100 to 170 bpm, and his serum creatine phosphokinase level 
was up to 5,000 U/ml. The patient died of pulmonary edema 
and cardiovascular failure on day 48. 


Case 3. Ms. C, a 54-year-old woman with a history of 
chronic undifferentiated schizophrenia, was admitted to the 
hospital in a comatose state, with fever (maximum temper- 
ature of 41.5 °C), tremor, and generalized “‘lead-pipe” rigid- 
ity. Five months before admission she had received treatment 
with 150 mg of pipotiazine palmitate (a long-acting depot 
phenothiazine) every 2 weeks, phenelzine sulfate (a mono- 
amine oxidase inhibitor [MAOT], 15 mg twice a day, and 
benztropine mesylate, 0.5 mg four times a day. Two days 
before admission she had received 100 mg of pipotiazine 
palmitate, 75 mg of chlorpromazine, and phenelzine. On the 
day of admission, Ms. C was given a cooling blanket and 
benztropine, 2 mg i.v. The following day she was given 
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two 500-mg doses of oral carbidopa/t-dopa. Two days later 
she bécame afebrile and the rigidity had improved. However, 
she died 3 days after admission as a result of ventricular 
fibrillation. 


No evidence was obtained, either by direct immu- 
nofluorescence or cell culture methods, for the pres- 
ence of herpes simplex virus types I and II in samples of 
the brains (temporal cortex and hippocampus) of these 
three patients. 


METHOD 


At autopsy one-half of each patient’s brain was fro- 
zen (at —80 °C) for biochemical study, and the remain- 
ing half was placed in formalin fixative for neuropath- 
ological analyses. Specimens from selected areas were 
embedded in paraffin and stained with hematoxylin 
and eosin, Masson’s trichrome, cresyl violet, Luxol 
fast blue, and Holzer’s stain for glial fibrils. Autopsied 
brains of two groups of nonneurological control pa- 
tients with mean+SD ages of 22+4 years (N=5) and 
52+3 years (N=9) were also obtained. The intervals 
from death to freezing were less than 24 hours for the 
control patients and the fatal hyperthermia syndrome 
patients. Amine neurotransmitters and metabolites 
were measured by using minor modifications of the 
high-pressure liquid chromatography electrochemical 
detection procedure of Felice et al. (15). The choliner- 
gic marker enzyme choline acetyltransferase was mea- 
sured by the procedure of Fonnum (16), Dopamine D, 
receptor binding was measured in a filtration binding 
assay with minor modifications of the procedure of 
Seeman et al. (17), using 10 concentrations of [°H] 
spiperone (20-1000 pM). Nonspecific binding was 
determined using 10-uM sulpiride. Neuroleptic (flu- 
phenazine-like) immunoreactivity was determined in 
specimens of caudate from our fatal hyperthermia syn- 
drome patients and two control subjects by the Squibb 
iodine-125 radioimmunoassay procedure (samples an- 
alyzed by J-F. Tu, Squibb and Sons, New Brunswick, 
N.J.). 


RESULTS 


The brains of all three fatal hyperthermia syndrome 
patients were grossly normal without any signs of en- 
cephalitis. Microscopic analyses revealed no abnor- 
malities in any of these three brains in the hypothala- 
mus, cerebral cortex, basal ganglia, thalamus, sub- 
stantia nigra, pons, and medulla. The patients in cases 
1 and 2 showed a marked loss of large neuronal cell 
bodies in the nucleus basalis of Meynert, karyo- 
pyknosis of a few neuronal cells, and spongiform 
changes in the neuropil. However, no senile plaques or 
neurofibrillary tangles in the cerebral cortex or hippo- 
campus were noted. The nucleus basalis was within 
normal limits in patient 3. Sections of the cerebellum 
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TABLE 1. Neurochemical Indices in the atop Brains of Three Patlents Who Had a Fatal Hyperthermia Syndrome and of Control Sub- 


jects of Similar Age 
Young Control 
Subjects (N=5) 
Neurochemical Index aa 
and Brain Region Mean SD 
Dopamine (ng/mg of tissue) 
Caudate T.32 3.19 
Putamen 9.23 3.06 
HVA (ng/mg of tissue) 
Caudate 4.60 1.70 
Putamen 8.05 2.38 
HVA-dopamine (molar) ratio 
Caudate 0.67 0.46 
Putamen 0.87 0.54 
(*H)Spiperone binding 
Caudate 
B,~ (fmol/mg of protein) 135 16 
Ka (pM) 54 33 
Putamen 
B max (Erol/mg of protein) 131 23 
Ka (pM) 122 152 
Noradrenaline (ng/mg of tissue) ; 
Hypothalamus 1.45 0.72 
Fluphenazine-like immunoreac- 
tivity (ng/mg of tissue) 
Caudate — — 
Choline acetyltransferase 
(nmol/mg of protein/10 min) 
Caudate 39.1 a2 
Putamen $0.0 10.8 
Cerebral cortex 
Area 10 1.30 0.19 
Area 21 1.20 0.30 
Area 7b 1.26 0.29 
Area 17 0.73 0.32 


Young Patients With Older Patient 
a Fatal Hyperther- Older Control With a Fatal 
mia Syndrome Subjects (N=9) Hyperthermia 
ee gg ae at es Eh oe see Syndrome 
Case 1 Case 2 Mean SD (Case 3)* 
6.84 6.41 4.20 1.41 4.25 
8.47 7.36 5.64 1.87 8.65 
5.36 2.13° 4.61 0.56 2.20 
7.50 3.65” 8.04 2.94 2.15® 
0.66 0.28 0.97 0.11 0.44? 
0.75 0.42° 1.29 0.56 0.21° 
99> 102° 95 18 88 
479° 418° 106 50 239? 
87° 102 101 9 117° 
518° 313 45 39 310° 
0.33> 0.28" 1.31 0.50 0.63> 
13.2? 1.9P = om 5.1? 
0.5? 0.6” 36.7 13.2 10.0° 
<0.1> 0.3? 56.5 14.3 36.8? 
<0.01° 0.75 1.07 0.26 0.91 
<0.01> 0.55> 1.20 0.26 0.91 
<0.01° 0.16" 1.22 0.28 1.06 
<0.01> 0.13° 0.73 0.18 0.56 


*Received a monoamine oxidase inhibitor in addition to other treatments. 


Outside the range of the control group. 


of this patient showed some sclerotic Purkinje cells, 
whereas others, in a patchy manner, showed deep eo- 
sinophilia with pyknotic nuclei. Histological analysis 
of the cerebellum of patients 1 and 2, however, failed 
to disclose any abnormal changes. 

To remove any influence of age on neurotransmitter 
levels, the neurochemical data on the control subjects 
were divided into two sets: one set for the young group 
(22-4 years) for comparison with patient 1 (age 16) 
and patient 2 (age 24) and one set for the older control 
group (52:43 years) for comparison with the older fa- 
tal hyperthermia syndrome patient (age 54). 

As shown in table 1, dopamine values in the three 
patients with fatal hyperthermia syndrome were with- 
in the normal range in the striatum (caudate and puta- 
men). Levels of homovanillic acid (HVA) were mark- 
edly reduced—by 50%--70%—in both the caudate 
and putamen of patients 2 and 3 but were normal in 
the striatum of patient 1. [*H]spiperone binding den- 
sity (Bax) in the caudate nucleus was slightly below 
the lower limit of that of the control subjects in the two 
young fatal hyperthermia syndrome patients but was 
normal in the older patient. In the. putamen, [°H]- 
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spiperone binding density in patient 1 was below con- 
trol levels (—33%), but it was normal in patient 2 and 
slightly elevated in the older patient (+16%). The af- 
finity constants (K4) were markedly higher than the 
control values in all three fatal hyperthermia syndrome 
patients in both striatal subdivisions, most likely be- 
cause of the presence of residual neuroleptic drugs, as 
indicated by the high levels of neuroleptic (fluphena- 
zine-like) immunoreactivity in the caudate. Levels of 
noradrenaline were markedly reduced in the hypothal- 
amus of all three fatal hyperthermia syndrome patients 
(patient 1, -—77%; patient 2, -81%; patient 3, —52%), 

Choline acetyltransferase activity was profoundly re- 
duced—by 90% or more— in the striatum and cerebral 
cortex (table 1) as well as in the limbic brain regions, 
cerebellum, and diencephalon (data not shown) in pa- 
tient 1. Choline acetyltransferase values were also pro- 
foundly reduced in patient 2 throughout the brain, with 
the exception of the frontal (area 10) and temporal (area 
21) cortex, in which moderate reduction of enzyme ac- 
tivity was present. Brain choline acetyltransferase values 
in the older fatal hyperthermia syndrome patient were 
within normal limits in the cerebral cortex but were be- 
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low the lower limit of the control values in the striatum 
(table 1) and also in the hippocampus and globus palli- 
dus (data not shown). 


DISCUSSION 


The most striking neurochemical changes observed 
in our study included an apparent lack of up-regula- 
tion of striatal dopamine activity in the two young 
fatal hyperthermia syndrome patients and possibly in 
the older patient, marked reduction in hypothalamic 
noradrenaline in all three patients, and severely re- 
duced brain choline acetyltransferase activity in the 
two young patients and a moderate reduction in the 
older patient. 

The cerebellar neuronal degeneration observed in 
one of our three fatal hyperthermia syndrome patients 
was most likely a consequence of the hyperthermia 
(18). In contrast to the report of Horn et al. (19), the 
hypothalamus in our three patients showed no histo- 
logical abnormalities, as also reported by others (18, 
20). The absence of any significant pathological 
changes in other brain areas, with the exception of the 
nucleus basalis, is in agreement with similar negative 
findings reported in the literature (21). 

Concentrations of noradrenaline were markedly re- 
duced in the hypothalamus of all three patients. Since 
noradrenaline in the mammalian anterior hypothala- 
mus is involved in the regulation of body temperature 
(22), it is likely that the noradrenaline depletion was a 
consequence of the hyperthermia and/or attendant 
stress in these patients. In this regard, in experimental 
animal studies noradrenaline turnover and release in 
the hypothalamus are increased and the level decreased 
following acute exposure to heat (22 and unpublished 
observations of Meyers et al.) and other acute stressors 
(23). 

The normal or nearly normal levels of striatal and 
hypothalamic dopamine, striatal D, dopaminergic re- 
ceptor binding, and substantia nigra cellularity (and 
dopamine concentration, data not shown) provide no 
evidence that a brain dopamine or dopamine receptor 
deficiency is responsible for fatal hyperthermia syn- 
drome. However, the data obtained from patients 1 
and 2 provide evidence, as previously suggested by 
clinical considerations (7, 24, 25), for abnormally low 
functional activity of the brain dopamine system. This 
is indicated by the reduced level of the dopamine me- 
tabolite HVA and, therefore, the subnormal HVA- 
dopamine ratio (an index of dopaminergic activity) in 
the striatum of patient 2 and the lack of an elevated 
HVA-dopamine ratio in patient 1; this would normally 
be expected during the first weeks of neuroleptic-in- 
duced dopamine receptor blockade and the consequent 
activation of presynaptic dopamine neuron activity 
(26—30). (Although patient 3 also had markedly re- 
duced levels of striatal HVA, this may have been due in 
part or in toto to treatment with the MAOI.) It can 
thus be suggested that reduced capability of the brain 
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dopamine system to respond adequately to stress (fatal 
catatonia, cases 1 and 2) and/or neuroleptic-induced 
postsynaptic receptor blockade (neuroleptic malignant 
syndrome, case 3) may have been a characteristic fea- 
ture of our fatal hyperthermia syndrome patients. This 
possibility is also supported by the recent observation 
of markedly reduced (—60%) HVA levels in the CSF of 
eight patients having the clinical features of neurolep- 
tic malignant syndrome (25). Significantly, the HVA 
levels in the CSF of these patients were decreased both 
during the active phase of the syndrome and after the 
recovery phase (up to 129 days), suggesting that re- 
duced dopaminergic function may have preceded the 
episodes of neuroleptic malignant syndrome. 

As shown in table 1 for the striatum and cerebral 
cortex, activity of the specific cholinergic marker 
enzyme choline acetyltransferase was profoundly re- 
duced, from —80% to —99%, in many brain areas of 
patients 1 and 2 and, to a lesser degree, in several 
analyzed brain regions of patient 3. However, no 
changes in other enzymes unrelated to cholinergic neu- 
rons (glutathione peroxidase, GABA aminotrans- 
ferase, glutamate dehydrogenase) were observed (data 
not shown). The reduction in choline acetyltransferase 
in the cerebral cortex and limbic brain areas in patients 
1 and 2 was most likely due to the marked loss of large 
cell bodies in the nucleus basalis, which provides much 
of the cholinergic innervation to the cerebral cortex 
and limbic brain areas (31). 

Loss of the large, presumably cholinergic, cell bodies 
of the nucleus basalis has been previously described in 
a larger sample of patients with schizophrenia (32). 
Several of these neuroleptic-free patients died of the 
cardinal symptoms of hyperthermia and catatonia, 
whereas others did not develop hyperthermia (33, 34). 
Conceivably, then, the brain cholinergic abnormality 
in our fatal hyperthermia syndrome patients could 
have been due to a preexisting (developmental?) dys- 
function or a combination of factors, including hyper- 
thermia and/or neuroleptics. On the basis of evidence 
suggesting the involvement of the brain cholinergic 
system in cognition (35), some behavioral abnormali- 
ties would have been expected in our patients 1 and 2 
if the severe cholinergic deficiency actually preceded 
the fatal hyperthermia syndrome. However, apart 
from the fact that the general validity of the cholinergic 
hypothesis is still debated (36), the functional effects 
on cognition of cholinergic deficits in the brains of 
young individuals (in our cases, 16 and 24 years old) 
versus deficits developing later in life in the senescent 
brain (as in patients with senile dementia and Alzhei- 
mer’s disease) are unknown. 


CONCLUSIONS 
From our data we propose that striatal dopamine 
dysfunction accompanied by brain cholinergic hypo- 


activity may represent one of the factors predisposing 
some individuals to fatal hyperthermia syndrome. 
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Much pharmacological and neurochemical evidence 
indicates that an intrinsic cholinergic neuronal system 
has control over striatal dopamine release, with mus- 
carinic cholinergic activation prodticing increased re- 
lease of dopamine (37). This cholinergic influence ts 
likely to play a crucial role in the neuroleptic activation 
of striatal dopamine turnover, as evidenced by the re- 
versal of the effects of neuroleptics (including cata- 
lepsy) by anticholinergic drugs (38). The observed lack 
of the expected increase in striatal dopamine metabo- 
lism (e.g., increased HVA-dopamine ratio) in our pa- 
tients who received neuroleptic drugs (cases 1 and 2) 
may therefore have been caused by a preexisting 
dopaminergic abnormality exacerbated by a profound 
striatal cholinergic (choline acetyltransferase) deficit, 
resulting in a lack of cholinergic activation of the 
dopamine neurons as a normal response to the neuro- 
leptic blockade of dopamine receptors. By analogy, the 
reduction in choline acetyltransferase in the hypothal- 
amus may also have been involved in the disturbed 
dopaminergic temperature control that has been pos- 
tulated as a factor in fatal hyperthermia syndrome 
(39). 

We suggest that future studies should devote special 
attention to possible dopamine and acetylcholine ab- 
normalities in fatal hyperthermia syndrome and also to 
clarification of the relative risk of fatal hyperthermia 
syndrome in brain cholinergic deficiency syndromes 
such as Alzheimer’s disease (40) and AIDS (41-43), 
Finally, our biochemical data also suggest the possibil- 
ity that anticholinergic medication may actually aggra- 
vate the symptoms and clinical course of fatal hyper- 
thermia syndrome. 
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Parents’ Awareness of Children’s Suicide Attempts 


Marcus Walker, M.D., M.P.H., Donna Moreau, M.D., and Myrna M. Weissman, Ph.D. 


In independent psychiatric interviews with 175 chil- 
dren and their mothers, either the mother or the child 
reported that 13 (7%) of the children had made a sut- 
cide attempt. Eight of the 13 children reported at- 
tempts that were not reported by their mothers. 

(Am J Psychiatry 1990; 147:1364—-1366) 





S uicide is the third leading cause of death among 
adolescents; only accidents and homicide cause 
more deaths in this age group. The suicide rate for 15- 
to 24-year-olds more than doubled in the past 30 years 
(1). A history of previous attempts has been associated 
with completed suicides (1). 

Information on the history of suicidal behavior can 
be useful for identifying persons at risk. Historically, 
clinicians have depended on parents to identify psychi- 
atric symptoms in their children. More recent studies, 
however, show that parents may underreport the de- 
gree and nature of their children’s psychiatric symp- 
toms. These findings, reported independently by sev- 
eral investigators, raise questions about the primary 
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use of parents as informants about psychiatric disor- 
ders in their children (2). 

In this paper we will present data from interviews 
with children and their mothers on the history of sui- 
cide attempts in the children. Our major finding is that 
more than half the mothers of adolescents who re- 
ported that they had made a suicide attempt did not 
know about their child’s suicide attempt. 


METHOD 


The children in this study were a subset of 220 chil- 
dren at high or low risk for psychiatric disorder by 
virtue of the presence or absence of major depression 
in their parents. Information about the child from di- 
rect interviews with the mother about the child and 
interviews with the child directly were available for 
175 of these children, 81 boys and 94 girls, who make 
up the study group for this report. The children were 6 
to 23 years old at initial interview. Details of the 
method are presented elsewhere (3). 

The assessment instruments for each child included 
the Children’s Global Assessment Scale (4) and the 
Schedule for Affective Disorders and Schizophrenia for 
School-Age Children—Epidemiology Version (KID- 
DIE-SADS-E) (5). The Children’s Global Assessment 
Scale, an adaptation of the Global Assessment Scale 
for adults, is a unidimensional rating scale for evalu- 
ating social and psychological functioning during a 
specific time period on a scale from 1 to 100. Scores 
above 70 indicate good functioning. The KIDDIE- 
SADS-E probes for the presence or absence of suicidal 
behavior and/or ideation, both currently and in the 
past. Intentionality is scored on a 4-point scale ranging 
from 1 (low intent) to 4 (serious intent). 

The child and the child’s mother were interviewed 
separately with the KIDDIE-SADS-E. A child psychia- 
trist, blind to parental diagnosis, used all available in- 
formation to make a best estimate DSM-III diagnosis 
of the child (6). The kappa coefficient, an index of 
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TABLE 1. Characteristics of 175 Children Who Did or Did Not Attempt Suicide and Agreement Between Mothers and Children on 







Whether the Attempt Had Occurred 
Mean Number of 
Children’s Mothers Who 
Age at First Global Mean Number Had Made 
Number Number Suicide Attempt Assessment of Suicide Suicide 
Group of Boys of Girls (years) Scale Score Attempts Attempts 
Children who did not at- . 
tempt suicide 78 84 69.3 —_ 13 
Children who did attempt 
suicide 
Mother and child agreed 
that suicide attempt | 
had been made 2 2 17.2 47.2 1.2 1 
Mother and child dis- 
agreed on whether 
suicide attempt had 
been made 1 8 14.0 46.7 2.8 1 





chance-corrected agreement (7), was calculated to as- 
sess agreement between mother and child on report of 
suicide attempts, and McNemar’s chi-square was cal- 


culated to determine whether rates of suicide attempts 
reported by mother and child differed significantly (7). 


RESULTS 


At least one lifetime suicide attempt was reported by 
either the mother or the child for 13 (7%) of the 175 
children, three boys and 10 girls. Two of the mothers 
had two children each who had made suicide attempts. 
In both cases the mother reported the suicide attempt 
of one child but not of the other child. Because the 
interviews of the mother about the child were con- 
ducted separately for each child and the interviewer 
was blind to information obtained from the child, no 
explanation for this discrepancy was reported. 

Agreement between mother and child on the child’s 
suicide attempt was fair (kappa=0.45). Twelve chil- 
dren reported suicide attempts. Mothers reported that 
five of the children had made suicide attempts. There 
was agreement between mother and child for four of 
the children. Eight of the 13 children who attempted 
suicide, therefore, reported attempts not reported by 
the mother, and one mother reported an attempt not 
reported by the child. A significant association was 
found between informants (mother versus child re- 
ports of suicide attempts) (McNemar’s x*=4.00, df= 
1, p<0.05). The most frequent methods of attempt 
were drug ingestion and wrist cutting. Eleven of the 13 
children who had attempted suicide had at least one 
parent who was depressed. 

The four children whose mothers agreed with them 
about their suicide attempts were compared with the 
nine children whose mothers did not to determine pre- 
dictors of agreement (see table 1). The ratio of girls to 
boys was higher among the children whose mothers 
disagreed about suicide attempts than among those 
whose mothers agreed (see table 1). The children 


Am | Psychiatry 147:10, October 1990 






reported a lower mean age at the time of the first at- 
tempt and twice the mean number of attempts as did 
the children whose mothers did agree about the suicide 
attempt (see table 1). Four of the 
agreed with their children’s reports of|suicide were sep- 
arated or divorced from the child’s father; none of the 
mothers who agreed with their children’s reports of 
suicide were separated or divorced. Fhe current mari- 
tal status of the mother did not distinguish the agree- 
ment group from the disagreement group. The rate of 
suicide among the mothers who agreed with their chil- 
dren’s reports of suicide was twice as high as the rate 
among mothers who did not agree with their children’s 
reports and three times as high as the rate among 
mothers of children who did not attempt suicide (see 
table 1). 

The children who did not attempt suicide, those who 
did and whose mothers agreed, and those who did and 
whose mothers disagreed differed in Children’s Global 
Assessment Scale scores and rates of psychiatric dis- 
orders. The children who had not attempted suicide 
were the least impaired according tg their Children’s 
Global Assessment Scale scores (see table 1) and had 


the least number of psychiatric ged st The two 


whose mothers did not agree about 7 suicide attempt 








groups of children who had attempted suicide were 
seriously impaired and had low Children’s Global As- 
sessment Scale scores that did not differ appreciably 
(see table 1). All of the children who had attempted 
suicide were diagnosed as having io depression 
at some point in their lives. The most common comor- 
bid diagnoses were conduct and anxiety disorders and 
substance abuse. Five of the nine children whose moth- 
ers disagreed about the suicide attempt had a diagnosis 
of substance abuse, compared with| one of the four 
children whose mothers agreed about the attempt and 
16 (10%) of the 162 children who! did not attempt 
suicide, 

The children whose mothers disagreed about the sui- 
cide attempt were equally distributed along the 4-point 
scale of intentionality. Three of the four adolescents in 
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the group whose mothers agreed about the suicide 
scored in the definite intent range, and one scored in 
the minimal intent range. Mothers reported lower 
scores on intentionality than did their children. The 
following cases illustrate the nature'of the attempts. 


CASE REPORTS 


Case 1. Karen, an 18-year-old girl whose parents were 
divorced, reported a major depression at the age of 17, fol- 
lowing a therapeutic abortion. Karen’s guilt over the abor- 
tion resulted in her taking an overdose ‘of pain pills, which 
left her lethargic. She went to an emergency room and was 
released the same day. She described the attempt as serious in 
intent. Although Karen’s mother reported her daughter’s de- 
pression and suicidal ideation, she did not report the suicide 
attempt. 


Case 2. Jane, who was 16 years at the time of interview, 
reported three major depressive episodes. The first occurred 
when she was 7 years old after her parents divorced; the 
second at age 11, when her mother remarried; and the third 
at age 14 after a miscarriage. During this last episode she 
impulsively cut her wrists at school but concealed the 
wound. Her mother was unaware of the cuts or the suicide 
attempts. 


Case 3. Alice was 17 years old at the time of interview and 
lived with her parents. She reported having experienced a 
major depression when she was 14, She was impaired and 
missed school during this time. She cut her wrists on two 
separate occasions but wore long sleeves so that her mother 
would not notice the bandaged cuts. She described the cut on 
the first occasion as deep and painful, and she described her 
intent as serious. She repeatedly asked her parents for some- 
one to talk to, but her request was denied. Alice’s mother 
during the interview denied any symptoms of depression in 


her daughter. 


DISCUSSION 


There are two major findings of this study. First, the 
majority of mothers in this study group whose children 
reported suicide attempts were unaware of these sui- 


f 


f 
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cide attempts. Second, compared with the mothers and 
children who agreed with each other that a suicide 
attempt had been made, the mothers and children who 
did not agree that an attempt had been made were 
characterized by a younger age in the child at the first 
attempt, a greater mean number of lifetime attempts 
by the child, more serious intentionality in the child, 
separation or divorce from the child’s father, and a 
higher rate of attempted suicide in the mothers. 

These findings on suicide attempts are consistent 
with accumulating data suggesting that parents are of- 
ten unaware of or underreport psychiatric disorders in 
their children (2). These findings can now be extended 
to suicide attempts. Suicidal behavior can be added to 
the list of other concealed behavior of adolescents (i.e., 
drug and alcohol use). This has obvious implications 
for determining accurate prevalence rates of suicidal 
behavior and assessing suicidal potential in an indi- 
vidual adolescent. Further studies using larger samples 
are required to confirm and expand these preliminary 
findings. 
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Exclusion of the Tyrosine Hydroxylase Gene in 14 Panic 
Disorder Pedigrees 


Kendra Mutchler, B.A., Raymond R. Crowe, M.D., Russell Noyes, Jr., M.D., 
and Robert W. Wesner, M.D. 


The authors examined the linkage between the ty- 
rosine hydroxylase locus and panic disorder in 14 mul- 
tiplex pedigrees and excluded tyrosine hydroxylase as 
a cause of the disorder in these pedigrees. 

(Am J Psychiatry 1990; 147:1367-1369) 


yrosine hydroxylase is an important enzyme that 

may be relevant to psychiatric disorders because 
it is the rate-limiting enzyme in the synthesis of cate- 
cholamines (1). It converts tyrosine to 3,4-dihydroxy- 
phenylalanine (dopa) and subsequently to dopamine, 
norepinephrine, and epinephrine. A role for the cate- 
cholamines has been proposed in the pathogenesis of 
affective, anxiety, and psychotic disorders. 

A mutation in a gene coding a rate-limiting enzyme 
would most likely result in a lower level of a neuro- 
transmitter. Although lower postsynaptic levels of nor- 
epinephrine would be expected to decrease anxiety, 
lower stimulation of presynaptic a, autoreceptors is 
associated with greater anxiety and could contribute to 
the state of sympathetic dysregulation that has been 
proposed in panic disorder (2). Moreover, alternative 
splicing of tyrosine hydroxylase mRNA (3) provides a 
mechanism by which a mutation to a gene encoding a 
widespread neurotransmitter could lead to a limited 
syndrome such as panic disorder. 

Genetic linkage tests candidate genes by phenotyp- 
ing pedigrees with the DNA encoding the gene (4). If 
affected family members share neither allele at the gene 
locus, the candidate gene can be excluded in that ped- 
igree. Conversely, if the candidate gene is the cause of 
the disorder, the absence of recombination between 
disease and marker would provide evidence of linkage. 
We have used this strategy to study the tyrosine hy- 
droxylase gene in panic disorder. 
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METHOD 


Families were identified through patients seeking 
treatment at our anxiety disorders clinic. Twelve fam- 
ilies with at least three affected relatives by family his- 
tory, spanning at least two generations, were included, 
and two more were referred by practitioners outside of 
the university. 

Twelve families were interviewed by one of us 
(R.R.C.) and two were interviewed by fourth-year psy- 
chiatry residents using the Schedule for Affective Dis- 
orders and Schizophrenia—Lifetime Version (SADS-L) 
or the Structured Clinical Interview for DSM-III | 
(SCID) supplemented by a narrative summary. Written 
informed consent was obtained from all subjects be- 
fore proceeding. Diagnoses were made according to 
DSM-III by clinicians who had no knowledge of the 
genotype data. The details of the diagnostic process are 
described elsewhere (5). Diagnoses of probable panic 
disorder were made when subjects had attacks with 
insufficient criterion symptoms or had too few attacks 
for a DSM-III diagnosis of panic disorder. Further, the 
panic attacks had to be chronologically independent of 
affective disorder to qualify for a diagnosis of anxiety 
disorder. 

DNA was extracted from buffy coat preparations by 
phenol/chloroform extraction, digested with the re- 
striction enzyme Dra I, electrophoresed in 0.8% aga- 
rose gels, and transferred to charged nylon mem- 
branes. A 1.5-kilobase cDNA probe for the human 
tyrosine hydroxylase gene pCB-05 (6) was labeled with 
[æ 34P]dCTP by the random primer method and hy- 
bridized to the blots. Blots were washed at high-strin- 
gency (0.1X standard saline citrate, 0.1% sodium do- 
decyl sulfate) and exposed to X-ray film with image 
intensifier screens to produce autoradiographs. 

The tyrosine hydroxylase probe detects a 15-kilo- 
base and a 12-kilobase band restriction fragment 
length polymorphism in Dra I digests, with allele fre- 
quencies of 0.24 and 0.76, respectively (6). Another 
probe for the tyrosine hydroxylase locus, pHGTH4 
(from the American Type Culture Collection, Be- 
thesda, Md.) was used, but complete linkage disequi- 
librium between the two made haplotyping uninfor- 
mative. The autoradiographs were read blind to the 
subjects’ clinical diagnoses. 
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TABLE 1. Lod Scores for Linkage Between Panic Disorder and Ty- 
rosine Hydroxylase in 14 Pedigrees 


Recombination Fraction Lod Score 
0.00 —4.55 
0.05 —2.17 
0.10 —1.24 
0.20 -0.37 
0.30 —0.05 


0.50 0.00 


Linkage analyses were conducted by using the 
LIPED program (1988 version for the IBM PC/AT) (7). 
The genetic model assumed both definite and probable 
panic disorder to be the result of a dominant allele 
with a frequency of 0.014 and incomplete penetrance. 
Penetrance began at age 10 and reached a maximum of 
0.8 by age 40 in women. Penetrance in men was 
half that of women at each respective age. This model 
is based on a segregation analysis of lowa pedigrees 
with the best-fitting parameters, modified slightly for 
consistency with epidemiologic data on panic disorder 
(8). The genetic model also assumed the absence of 
phenocopies. 


RESULTS 


One hundred forty-five individuals in 14 pedigrees 
were phenotyped and entered into the linkage analysis. 
The 14 probands were 11 females and three males with 
a mean age of 34.7 years (range=14—5S years) and a 
mean age at onset of 23.4 years (range=8—35 years). 
All had DSM-III panic disorder or agoraphobia with 
panic attacks. The mean+SD age of the 145 individu- 
als was 45.1+15.8 years; 87 were female and 58 were 
male. Sixty-two of the 145 individuals had panic dis- 
order or agoraphobia; five had probable and 14 had 
definite panic disorder, and four had probable and 39 
had definite agoraphobia. 

The statistic used to measure linkage is the lod score; 
a lod score greater than 3.0 indicates that the pedigrees 
support linkage over the null hypothesis at a statisti- 
cally significant level, and a lod score less than —2.0 
indicates that they support the null hypothesis at a 
statistically significant level and linkage can be ex- 
cluded. Thus, a locus for panic disorder was excluded 
up to 5 centimorgans from the tyrosine hydroxylase 
locus by virtue of lod scores of less than —2.0 at re- 
combination fraction of 0.05 (see table 1). Notably, in 
two of the pedigrees recombination between disease 
and marker occurred between two affected relatives. In 
one case it occurred between the proband and a great- 
aunt and in the other between two half-siblings. Three 
pedigrees contributed positive lod scores at the zero 
recombination fraction (0.86, 0.23, and 0.11). There- 
fore, the material was tested for genetic heterogeneity 
with the b test (9); no evidence of heterogeneity was 
found (b test statistic=0.19). 

Since the genetics of panic disorder are unknown, it 
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is important to analyze the data according to a number 
of genetic models to ensure that the results are not an 
artifact of the model used. Additional analyses allowed 
the disease allele penetrance to range from 0.50 to 0.99 
and the region excluded ranged from 2 to 10 centimor- 
gans, respectively. When only definite panic disorder 
and agoraphobia were counted as affected and proba- 
ble cases were counted as unaffected, the lod scores 
were less than —1 over 5 centimorgans of genome, 
although the tyrosine hydroxylase locus was not for- 
mally excluded. A similar result was obtained when 
the penetrance was set at 0.01. This analysis forces the 
lod score to be based only on affected pedigree mem- 
bers; therefore, it is not sensitive to assumptions about 
penetrance. 


DISCUSSION 


If affected relatives share no allele at the candidate 
gene locus, the candidate is excluded from the patho- 
genesis of the disease in that family. Thus, tyrosine 
hydroxylase has been excluded as a cause of panic 
disorder in our 14 pedigrees. Although this is a pow- 
erful research method in theory, some limitations of 
the method as it relates to psychiatric disorders need to 
be considered. 

Exclusion mapping is sensitive to genetic heteroge- 
neity because the underlying assumption is that one 
recombinant excludes the candidate gene. If genes at 
more than one locus produce the disease, the candidate 
gene will be falsely excluded. If heterogeneity exists, 
the fact that recombination will not occur in the linked 
pedigrees will make it easier to detect statistically by 
generating larger positive lod scores in these pedigrees. 
Only one of our pedigrees was suggestive of linkage 
(lod score=0.86), but this did not result in statistical 
evidence of heterogeneity. 

Diagnostic uncertainty is another source of false ex- 
clusion because unaffected relatives may be incorrectly 
classified as affected. Both pairs of obligate recombi- 
nants in our pedigrees occurred between relatives with 
definite diagnoses, making misclassification unlikely. 

A third source of false exclusion is incomplete pen- 
etrance. If an unaffected parent were a carrier of the 
disease allele, then affected relatives would inherit dif- 
ferent disease alleles and thus not be obliged to share 
an allele at the candidate gene locus. Thus, the family 
history of every person marrying into the pedigree is 
important, and sibships must be excluded when there 
is evidence of bilateral inheritance. 

If enough obligate recombinants were present to ex- 
clude the candidate gene, the results would be free of 
assumptions about the mode of inheritance of the dis- 
ease. Otherwise, a different genetic model needs to be 
examined to ensure that the conclusions are not model 
dependent. The fact that all of the models we exam- 
ined gave negative lod scores increases confidence that 
the conclusions are supported by the data. 
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CONCEPTS AND ISSUES | 


The Second Medical Revolution: From Biomedicine to Info- 
medicine, by Laurence Foss and Kenneth Rothenberg. Bos- 
ton, New Science Library (Shambhala), 1987, 328 pp., 
$29.95. 


To the extent that medicine has emerged from folk wis- 
dom, superstition, and morality into the enlightenment of 
science, it has undergone revolutionary changes. This “first 
revolution” continues, forming the basis for our dominant 
contemporary medical model. As we have lived with the 
modern biomedical model of disease, we have become pro- 
gressively aware of its limitations, particularly its failure ad- 
equately to incorporate the multitude of variables operating 
in the complex human biology system. 

In the 13 years since George Engel, who wrote the fore- 
word to this book, published his classic article proposing the 
biopsychosocial model as a new model'‘of disease (1), we 
have seen the term “biopsychosocial”’ increasingly misunder- 
stood and misused. Engel’s model was an outgrowth of gen- 
eral systems theory and aimed to describe the interaction of 
variables that cause disease. Now it is often separated into 
ingredients as if to be used in a recipe—a dash af the bio- 
logical, a pinch of the psychological, and a smidgen of the 
social—frustrating the original emphasis ‘on interactions. 

The changes in thinking wrought by quantum mechanics, 
irreversible thermodynamics, self-organizing systems, and 
cybernetics may seem remote to our concerns as physicians 
and psychiatrists, but this is not the case. The authors of this 
book successfully make use of these scientific concepts to 
formulate a new way of viewing disease, which they refer to 
as the “second medical revolution,” and, in so doing, make 
postmodern science relevant to medicine and psychiatry. 

The first of the four parts of the book contains an orderly, 
clear, and accurate review of the development of the modern 
medical model. The second part, Prelude to Revolt, explores 
the limitations of the biomedical model, including its lack of 
adequate consideration of psychosocial matters. The authors 
then proceed to a critical analysis of the various compro- 
mises with the biomedical paradigm. Engel’s biopsychosocial 
model and its relation to general systems theory is respect- 
fully dealt with as one such compromise serving a transi- 
tional role toward a more comprehensive model, which Foss 
and Rothenberg propose in a later section. Engel agrees with 
this view in his foreword. The last chapter in this section 
explores the role of psychosocial factors in disease causation 
and the influence of the hard science view. Recent work in 
psychoneuroimmunology is used to bridge the so-called soft 
and hard views. 

The third part moves the reader through the steps neces- 
sary to understand the new model, which the authors call the 
infomedical model, They explore cybernetics and self-orga- 
nizing systems in terms of human biology in a very clear 
manner that should be enlightening to those who have not 
been exposed to this type of logic. By the'end of this part of 
the book, the authors have successfully a their 
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model. The reader, I think, will be left with a sense of having 
been bound by simple notions of causality that no longer are 
comfortable but that are not easy to abandon. The term 
“intomedical” recognizes the person (patient) as being cen- 
tral to the disease process, functioning as “an information 
processing system with multilevel programs processing mul- 
tilevel messages, whose interaction determines the health and 
well being of the system” (p. 201). Information is used in a 
much broader sense than cognitive facts; it includes the in- 
puts of subcellular functions up through the influence of the 
ecosystem. In other words, the person is the medium through 
which variables are organized, mediated, and expressed. In 
the case of dysfunction the person is a patient and the disease 
is the expression of the dysfunction. This model is a drastic, 
much-needed move away from reductionist approaches to 
understanding disease. When one accepts the modern con- 
cepts of self-organizing systems, interactionism, and mutual 
causality, the model is not only sensible but enlightening. 

The meaning of the proposed model, including the poten- 
tial for mental events to cause disease, is explored in the last 
part of the book. These final chapters are interesting but not 
so strong, clear, or convincing as the earlier parts of the 
book. Illustrating how the model operates in disease causa- 
tion is easier than formulating a general approach to medi- 
cine and care based on the model. In this regard, Engel may 
not have given enough credit to the capacity of his biopsy- 
chosocial model to influence what happens between physi- 
cian and patient. 

The authors of this important book are not physicians. 
Foss has a doctorate in philosophy and writes on the philos- 
ophy of science. Rothenberg has a doctorate in education 
and teaches in interdisciplinary studies. They came to focus 
on medicine as “the most interesting avenue for exploring” a 
postmodern world view of science. Being professionally dis- 
tant from medicine has not diminished their trenchant anal- 
ysis of the biomedical model; nor has it encumbered their 
creative efforts to produce a new model. However, it may 
account for their difficulty in applying their new model. 

Psychiatry has historically been attuned to the interaction of 
variables in the origin and maintenance of dysfunction. With 
the rapid growth of knowledge in the area of brain function 
we may, at times, seem to be headed down a reductionist 
road. This book will be appreciated by and useful to those 
who are looking for a means of understanding and articu- 
lating an interacting-variables model of disease. In this re- 
gard, many of us need to articulate this not just for ourselves 
but for our patients, our students, and our residents, all of 
whom show evidence of being befuddled by the competing 
theories of mental dysfunction to which they are exposed. 
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Body Experience: The Subjective Dimension of Psyche and 
Soma Contributions to Psychosomatic Medicine, edited by 
E. Brahler. New York, Springer-Verlag New York, 1988, 
244 pp., $55.90. 


The editor of this translated volume believes that “the 
individual’s experience of his or her own body, which is 
always a subjective experience, is still not taken seriously 
enough,” and he attempts to persuade practitioners to inte- 
grate the “body” into current medical and psychological 
therapy. Yet neither he nor the 21 contributing authors make 
clear enough the clinical rationale for such integration. Add 
to this the fact that vital terms such as “psychosomatic” and 
“psychoanalytic approach” remain unexplained, and the re- 
sult is a collection that never quite comes into focus. 

The book is organized into four sections with interesting 
headings: The Significance of the Body Experience, The Body 
Experience in Therapy, Sex-Specific Body Experience, and 
Measuring Body Experience and Body Complaints. The sec- 
tions comprise 18 chapters among which there is often con- 
siderable redundancy, however. Although the text has been 
translated (less than gracefully in many places), the numer- 
ous references are in German. 

Disappointingly, most of the material has not progressed 
much past the 1950s and 1960s, when the central focus of 
“psychosomatic” inquiry was whether particular psycholog- 
ical features determined which organ system would be af- 
flicted. The notion that psychological distress can emanate 
from somatic illness rather than cause or predispose to it is 
largely underemphasized by the authors. 

The chapters tend to resemble superficial (and often dated) 
reviews; there is generally little attempt to synthesize or crit- 
ically assess previous work or to trace the development of 
ideas about the relationship between somatic and psychic 
functions. Rarely are arguments put forth, nor are hypothe- 
ses generated. An example of the type of dogmatic and an- 
tiquated statement made throughout is the following: “In the 
case of a disturbed body image, the defective body schema, 
there cannot be a reliably cathexed feeling of self furnished 
with neutralized energy. The quality of personal hygiene and 
the way in which toilet training was handled are probably 
pathogenic here” (p. 124). 

All this leads one to wonder just where is the individual in 
this book? It seems that the word “subjective” in the title 
really refers to an objectification of the inner experience. 
Consequently, the individual does not come alive. How can 
such a sterile vision of phenomenology play a role in psy- 
chotherapy when a critical element of treatment may be the 
therapist’s empathic idea of the patient and the communica- 
tion of possibilities to him or her? 

Brief case vignettes are presented to demonstrate that psy- 
chological and somatic events are linked. Small epidemio- 
logic studies serve to document, in checklist fashion, the 
types of body sensations and emotional responses associated 
with conditions such as prostatitis, vaginal discharge, and 
infertility. The next clinical step, which would entail predict- 
ing or demonstrating that these variables correspond to 
treatment outcome or course of illness, is not taken. The 
authors, on the whole, do not control their studies, define 
variables or outcome measures, or describe subject recruit- 
ment and selection. Further, they do not offer alternative 
explanations for findings. 

Several editorial features of the book make it difficult to 
read, and its price makes it difficult to buy. The book’s print 
is densely crowded on the page, there are many typograph- 
ical errors, and occasional words have eluded the translator. 
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The preponderance of references auf Deutsch render them 
inaccessible to the average reader. 

The modern psychotherapist and internist will, I feel, find 
little of clinical relevance here. In my view, this volume may 
be helpful to scholars, who might use it as an annotated 
bibliography of classic works in the area of “psychosomatic” 
medicine. 


SALLY SATEL, M.D. 
West Haven, Conn. 


Race and Culture in Psychiatry, by Suman Fernando. Lon- 
don, Croom Helm (New York, Routledge, Chapman & Hall, 
distributor), 1988, 204 pp., $49.95. 


This brilliant but ultimately flawed book is not a treatise 
on race or culture or psychiatry. Rather, it is a thoughtful 
polemic about all three topics in a particular context. The 
setting is current British society; the author, a consultant 
psychiatrist at a hospital in Middlesex, is Sri Lankan, erudite, 
and deeply allied with the victims of racism. 

The book’s basic arguments are clearly stated. Race may 
be a biological myth but it is very much a social reality. Ideas 
about race are very strong in Britain. Since British psychiatry 
is enmeshed in the larger society, it is pervaded by racist 
ideas. “Although racial theories are not stated overtly, cur- 
rent psychiatric literature in Britain tends to reflect the racist 
ethos which is evident in society at large” (p. 34). Copious 
examples are provided to demonstrate clearly how racial 
ideas affect research methodology, psychological tests and 
instruments, diagnosis, therapy, and prognosis. Psychiatry 
conceals, defends, and maintains racism by culturizing it: 
“Injustices and disadvantages suffered by black and ethnic 
minorities are attributed to their culture which causes them 
to distort illness patterns (for example by somatising psycho- 
logical symptoms), make unreasonable demands (for in- 
stance by exaggerating symptoms or not expressing them) or 
not benefit from treatment (by not speaking a European lan- 
guage, by communicating in ways that psychiatry sees as 
‘primitive,’ etc.) (p. 130). Cultural psychiatrists are the 
worst offenders because they give the false appearance of 
being understanding and culturally sensitive. 

Fernando presents a blueprint for change. He calls for the 
formation of a “reform group” within the Royal College of 
Psychiatrists that would directly confront racial and cultural 
issues. He wants a Mental Health Agency to be established, 
in parallel with the National Health Service, that would be 
amenable to the influences of consumers. Grant-giving orga- 
nizations and ethical committees “should ensure that all re- 
search projects that involve black and ethnic minorities take 
on the racial dimension in terms of its effect on researchers’ 
attitudes and misconceptions determined by the racist con- 
text of society, and the fact of racism as a major cause of 
social stress to black people” (p. 174). Each major psychiat- 
ric journal should solicit papers on racial and cultural issues 
in psychiatry, recruit referees who represent the views of 
ethnic minorities, and “‘stop publication of papers submitted 
from South Africa unless they are statements criticizing the 
system of apartheid psychiatry in that country” (p. 176). 
Treatable, committed patients should be sent only to hospi- 
tals that fulfill a “suitability” criterion that takes into ac- 
count “the cultural characteristics of the patient, the total 
environment of the hospital including its staffing structure, 
and racism in society” (p. 178). Administrators in each men- 
tal health district should report on actions taken to ensure 
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the cultural sensitivity of professional practice and to exclude 
racist practices. 

The author’s loathing of racism is evident, and his argu- 
ments, in great part, make a lot of sense. However, his in- 
tolerance of human imperfection is counterproductive and 
his condemnations too sweeping. His reasoning has no room 
for persons of goodwill. Surely, even in Britain, not every 
white psychiatrist is inevitably either an overt or a covert 
racist. Surely not every black psychiatrist who fails to be 
appointed to a desirable position is a victim of racism. Surely 
not every black professional who succeeds in the psychiatric 
system becomes an “‘honorary white” and slips into a racist 
frame of mind. Surely not every interaction between a white 
psychiatrist and a black patient (or a black psychiatrist and 
a white patient) is contaminated by racism. 

The information in the book is thought-provoking and 
sometimes startling. It is undeniable that many racial mis- 
perceptions exist in psychiatry and, certainly, no one would 
argue that these misperceptions need to be rectified. What I 
find objectionable in the book is the author’s relentless re- 
ductionism. For Fernando every issue is clearly black and 
white, and every white psychiatrist is guilty until proven in- 
nocent. The social situation in Britain may be grim, but even 
in countries such as South Africa one can find psychiatrists of 
clear mind and goodwill who are able to transcend racism. 
Although I heartily endorse many of Fernando’s sentiments 
and appreciate his scholarship, his siege mentality and ap- 
parent unwillingness to extend even a modicum of trust to 
any colleague who is not dark-skinned detracts from the 


book. 


ARMANDO R. FAVAZZA, M.D., M.P.H. 
Columbia, Mo. 


Homelessness in the United States, vol. I: State Surveys, ed- 
ited by Jamshid A. Momeni. Westport, Conn., Greenwood 
Press, 1989, 258 pp., $49.95. 


This book is the first of two volumes of Homelessness in 
the United States edited by Dr. Momeni, an associate pro- 
fessor in the Graduate School of Arts and Sciences at How- 
ard University. According to the editor, the promised second 
volume will cover such issues as “homelessness and drug 
problems, housing, and economic survival strategies.” Two- 
thirds of the 27 contributors to the first volume are sociolo- 
gists; none is a psychiatrist or psychologist. The perspective 
of the book is, not surprisingly, strongly sociological. 

This volume consists of survey material from 15 states on 
the history, numbers, and response to the problem of home- 
lessness in that state. Dr. Momeni is to be commended for 
attempting to collect empirical data in a research area where 
opinions far outstrip facts. The surveys also demonstrate 
both the multiplicity of subgroups that make up the homeless 
and the variability of these subgroups from geographic area 
to area. Since the majority of the data on homelessness has to 
date come from large urban areas, the data from more rural 
states (e.g., Tennessee and Alabama) are especially useful. 
The importance of a declining supply of low-income housing 
in exacerbating the homelessness crisis is also highlighted in 
most of the surveys, which is not surprising because the ed- 
itor has published two previous books on housing (1, 2). 

The limitations of this volume, however, are substantial. 
The state surveys are not comparable either in terms of when 
they were carried out or in terms of methodology (e.g., def- 
initions of homelessness). Dr. Momeni and many of the con- 
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tributors to this book believe that serious mental illness and 
deinstitutionalization are not very important contributors to 
the homelessness problem. In his preface, Dr. Momeni as- 
serts, “The data in several chapters in this volume show that 
on the average only about 25 to 30 percent of the homeless 
suffer varying degrees of mental illness (in some cases a con- 
sequence of homelessness itself). The remaining 75 percent 
are perfectly normal, average people.” In fact, there was al- 
most no assessment of mental illness in the surveys other 
than self-reports of past psychiatric hospitalizations, which 
varied widely, are known to be subject to serious underre- 
porting, and omit many of the young people with chronic 
mental illness who have never been hospitalized. Surveys of 
the homeless carried out by mental health professionals have 
consistently found one-fourth to one-third of the urban 
homeless to have or have had serious mental illnesses (schiz- 
ophrenia or bipolar disorder). Another one-third have sub- 
stantial alcohol or drug abuse problems. It would certainly 
simplify planning and programs for the homeless if 75% 
were “perfectly normal, average people,” but that unfortu- 
nately is not the case. 

Despite this shortcoming, because of the primary data that 
the editor has collected in one place, this volume will be 
useful to those with a special interest in the homeless. It is 
hoped that volume II will include a more detailed analysis of 
these data. 


REFERENCES 


1. Momeni JA: Housing and Racial-Ethnic Minority Status in the 
United States: An Annotated Bibliography With a Review Es- 
say. New York, Greenwood Press, 1987 

Momeni JA: Race, Ethnicity, and Minority Housing in the 
United States. New York, Greenwood Press, 1986 


N 


E. FULLER TORREY, M.D. 
Washington, D.C. 


RESEARCH METHODS 





Studies of Psychosocial Risk: The Power of Longitudinal 
Data, edited by Michael Rutter. New York, Cambridge Uni- 
versity Press, 1989, 392 pp., $59.50. 


The time-honored clinical method for exploring develop- 
mental antecedents is the retrospective inquiry. There are few 
other convenient sources of information for most individuals. 

What works well for the clinician does not for the re- 
searcher. Although many major insights have come from ret- 
rospective study, there are too many factors preventing ac- 
curate recall for rigorous scientific proof. This realization led 
to the adoption of longitudinal techniques quite early in the 
late 1920s, with growth studies and some early follow-up 
studies of problem children. In the last 20 years such studies 
have come into their own in psychiatry as research that was 
commenced much earlier has started to bear full fruit. These 
are studies for an affluent and well-developed research world; 
they are expensive and require the capacity to delay gratifi- 
cation to the longer-term. 

They also show another characteristic of affluence: they 
lend themselves to scientific exchange in a research network. 
This book originates from a 1987 workshop of a network for 
longitudinal studies set up by the European Science Founda- 
tion. The list of contributors reads like a guided tour of 
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major European longitudinal studies, with, among others, 
the Maudsley represented by Michael Rutter; Cambridge by 
Hinde (development) and Farrington (delinquency); the 
Medical Research Council’s British National Survey of 
Health and Development by Wadsworth; Stockholm by 
Magnusson and Bergman; and delinquency in Finland by 
Pulkkinen. There is a leavening from elsewhere, including 
Fergusson and Horwood from New Zealand and Lee Robins 
from St. Louis, whose long-term follow-up of children still 
stands as a classic model. The European origin of this book 
should provide something new for U.S. readers. 

Despite the workshop origin and the parentage in major 
studies, this reads like a book, not a collection of conference 
papers. The emphasis is on issues of method and designs for 
studying particular kinds of causes, theory, and major 
themes rather than detailed study results that have been pub- 
lished elsewhere. As Rutter points out, longitudinal studies 
are particularly useful for unraveling multiple causes and 
complex causative chains where any cause is modified by 
many subsequent factors. For instance, the effects on chil- 
dren of the breakup of the home depend on whether parental 
discord has preceded it and on the quality of substitute par- 
enting. Chapters look in detail at designs, statistical ap- 
proaches to analysis, applications to specific situations such 
as child development and delinquency, biological risk fac- 
tors, school experiences, normative events such as birth of a 
sibling, and intergenerational studies of children studied 
from birth who themselves become adult parents. 

The chapter authors speak with authority. Most of them 
write well and clearly, although they make no attempt to 
oversimplify complex issues. This book is meant for re- 
searchers, and it ranks as essential reading for those who are 
conducting longitudinal studies or would like to undertake 
them. 


EUGENE S. PAYKEL, M.D., F.R.C.P. 
Cambridge, England 


The Instruments of Psychiatric Research, edited by Chris 
Thompson. New York, John Wiley & Sons, 1989, 352 pp., 
$74.00. 


In his introduction, Professor Thompson says that one aim 
of this review of diagnostic interviews and rating scales for 
use in psychiatric research is “to provide an inventory of the 
available instruments, at least the most prominent ones.” He 
implies that by studying this book readers should be able to 
discern which scale or scales are best suited to their research 
protocols and patient populations. This is possible only if 
readers’ interests match the book’s strengths, because some 
chapters are likely to be more helpful than others. For ex- 
ample, Dr. Thompson’s chapter on rating scales for affective 
disorders is quite thorough, but the chapters on scales for 
neurotic symptoms and personality disorders discuss the in- 
struments available in far less breadth and depth. 

The introduction contains some discussion of the theoret- 
ical basis of rating scales and the statistics used to describe 
and compare them. Several important concepts, however, are 
not discussed. There is an excellent discussion of sensitivity, 
specificity, predictive value, and receiver-operating. charac- 
teristic curves in the chapter by Bridges and Goldberg on 
neurotic symptoms, but this discussion belongs in the intro- 
duction. There should be some discussion in the introduction 
of the intraclass correlation coefficient, which is described in 
a footnote by Angold, as well as a comparison of this statistic 
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with correlation coefficients for assessing reliability. Discus- 
sion of measures of agreement on categorical variables, such 
as kappa and chi-square, would also be appropriate in the 
introduction. 

The chapter on structured diagnostic interviews is a good 
review of some of the commonly used instruments, and the 
11 chapters on rating scales for different symptoms or syn- 
dromes cover a wide range of psychiatric illness. The chap- 
ters differ in the depth and breadth of their coverage; some 


_authors tend to concentrate on the scales developed by them- 


selves or their colleagues. 

I am not sure that I would know enough after reading a 
chapter in this book to select from among the scales dis- 
cussed in that chapter. I would have found a table or two in 
each chapter comparing the scales helpful. These tables could 
include information on whether each scale was self-rated or 
observer-rated, whether the results obtained by using each 
scale had been replicated by independent investigators, for 
which clinical populations the scale would be appropriate or 
inappropriate, and the length of time it takes to administer or 
complete each scale. This important information is not al- 
ways easy to find in the chapters as they are written. 

This book is a useful resource for those wanting an over- 
view of rating scales for some clinical populations and for 
some symptoms and syndromes. I would not ask our library 
to order the book, however, because its cost is greater than 
its usefulness. 


MICHAEL P. FEINBERG, M.D., PH.D. 
Philadelphia, Pa. 


COMPUTERS 


Computer-Intensive Methods for Testing Hypotheses: An 
Introduction, by Eric W. Noreen. New York, Wiley-Inter- 
science (John Wiley & Sons), 1989, 226 pp., $24.95 (paper). 


The possibilities of innovation in psychiatric research can 
only be enhanced by the introduction of alternative methods 
of testing hypotheses. Basically, a hypothesis test asks how 
likely an observed event (e.g., a mean difference) would oc- 
cur if the conditions of a study were replicated an infinite 
number of times. Although computers cannot replicate 
things an infinite number of times, they can quickly generate 
several hundred replications and thus estimate the likelihood 
of an event. These estimation methods are becoming fash- 
ionable. In principle, the computer-intensive methods out- 
lined in this book allow some hypotheses to be tested that 
deal with statistical indexes of the researcher’s own fabrica- 
tion. Therefore, novel or clever research measures can be 
generated tapping an effect or gauging a relationship and 
subsequently tested. One need no longer be constrained to 
such techniques as correlation coefficients and tests for dif- 
ferences in means. 

It is unfortunate that this book does not go into more 
detail, offer guidelines, or present more examples of how 
this freeing effect might be used by researchers in psychi- 
atry. Only a few examples are given using a novel circum- 
stance, and none of these deals with a topic that might be 
related to psychiatry. Although the methods are still useful, 
it would have been worthwhile to see some more interesting 
applications. 

The author makes a distinction between this book and a 
“cookbook,” suggesting that this book provides an under- 


1373 


BOOK FORUM 


standing of the methods. However, fewer than 100 pages are 
devoted to text, and more than 100 pages are devoted to 
listings of computer programs that can be typed into a com- 
puter. Although these programs are readable by someone 
with an intermediate level of programming expertise, I do 
not think that they are the best way to provide an under- 
standing of the methods. The technical appendixes cover im- 
portant topics but require a reasonably sophisticated back- 
ground in statistical theory. 

From a technical standpoint, this book looks reasonable. I 
replicated some of the techniques, and my results corre- 
sponded quite nicely to those of the book. There were a few 
questionable parts in the text, however. For instance, the 
book credits a 1963 paper by G.A. Barnard as introducing 
the Monte Carlo method of assessing the significance of a 
test statistic, but that method had been used before 1963 (1, 
2). Elsewhere, the wording is not quite accurate. For exam- 
ple, on page 63 a particular area under a curve is called the 
sampling distribution. In addition, there are some apparent 
typographical errors that might cause confusion. For exam- 
ple, on page 72, referring to a table with alpha levels of 0.05 
the text refers to them as 0.10; judging from the actual num- 
bers it appears that the text is incorrect. 
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UNIX: The Minimal Manual, by Jim Moore. Rockville, 
Md., Computer Science Press (New York, W.H. Freeman 
and Co., distributor), 1988, 238 pp., $17.95. 


More and more computer systems using the UNIX oper- 
ating system are being installed in academic institutions. Al- 
though this operating system has for many years been con- 
sidered far too complex and advanced for the new or 
inexperienced user, many people now face the task of using 
this operating system as new computer systems that use 
UNIX become available on campuses and in other highly 
technical areas of the community. I recently found myself 
confronted with administering a network of UNIX-based 
work stations and felt completely overwhelmed by the deluge 
of manuals and operating instructions that came with them. 
Although I had investigated the topic before, I had not found 
a simple and concise introduction to the use of this marvel- 
ously complex and rich operating system until I came across 
UNIX: The Minimal Manual by Jim Moore. This book 
proved to be an excellent first step on the road to under- 
standing and managing UNIX. 

This book is a marvelous introduction to the file manage- 
ment and word processing capabilities in nearly every flavor 
of UNIX in existence. Included is a description of how to 
create files and directories, the editing and printing subrou- 
tines that are used, and how to use the basic and intermediate 
features of UNIX Mail. Since at this time UNIX, as an op- 
erating system, is used mainly as an interface in which to 
program, the use of the file-editing capabilities is the first 
important lesson for any new user. Mr. Moore starts his 
tutorial of UNIX with the fundamentals—how to log in and 
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out of a UNIX system. From there he takes us on a tour of 
directory management and then to the heart of UNIX, the vi 
and ed editors. From this point we are taken through the 
commands for editing a document and shown how to format 
the document for attractive output (the nroff and troff print 
commands and the -me and the -ms macro command lan- 
guages). There is an extended explanation of the different 
bibliographic systems that are available to the user, along 
with some “quick fix” emergency measures for retrieving 
deleted files and other mistakes. Mr. Moore ends his manual 
with a comprehensive list of commands and their syntax. He 
even includes the more advanced techniques of using ‘‘alias- 
es” to make complicated command strings easy. 

There is an increase in placement of UNIX-based com- 
puter systems tied to the already complicated medical and 
scientific instrumentation available today (examples include 
implementation of UNIX on IBM PC RT, Apple Macintosh 
ll, Sun, Apollo, and Silicon Graphics work stations and in- 
strumentation). It is refreshing to find a simple, no-nonsense 
manual for UNIX. Mr. Moore has shown us that just as you 
do not need to be a plumber to take a shower you do not 
need a degree in computer science to use an advanced com- 
puter system. You just have to read the manual. 


GREGG ALAN COHEN, M.S. 
Iowa City, lowa 


GENETICS 


Molecular Genetics in Medicine: Progress in Medical Genet- 
ics, vol. 7, edited by Barton Childs, Neil A. Holtzman, Haig 
H. Kazazian, Jr., and David L. Valle. New York, Elsevier, 
1988, 200 pp., $47.75. 


As has been vividly displayed by the recent success in the 
mapping, cloning, and characterization of the gene for cystic 
fibrosis (1), the age of molecular genetic medicine is upon us. 
Since 1983, with the mapping by linkage analysis of Hun- 
tington’s disease, nature has yielded her secret of the location 
on the human genome of the gene responsible for each of an 
increasing number of classic human Mendelian disorders. 
Many are expecting that in the next 10 years we will see a 
similar pattern of successes with the so-called complex phe- 
notypes (disorders which, although they “run in families,” 
do not have a classic Mendelian pattern of transmission), 
including the major psychiatric disorders of schizophrenia, 
bipolar and unipolar affective illness, Alzheimer’s disease, 
anxiety disorders, and alcoholism. Others are skeptical and 
point to such problems as possible polygenic transmission 
(many genes in any given family influencing vulnerability to 
a disorder), genetic heterogeneity (different major genes in 
different families influencing vulnerability for the same ap- 
parent syndrome), uncertain definitions of illness, and con- 
founding environmental risk factors. Although the eventual 
impact of molecular genetics on the world of psychiatric 
research and practice is uncertain, there is little reasonable 
doubt that its importance will continue to grow. 

How, then, do psychiatrists unfamiliar with this field and 
its initially bewildering vocabulary obtain an introduction to 
the world of restriction mapping and chromosome libraries, 
of Southern blots and lod scores? How do research workers 
in mental health, broadly familiar with the field, keep pace 
with the advances of this rapidly moving field? 

These are the questions I had in mind as I read this book, 
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edited by four eminent human geneticists from Johns Hop- 
kins. The book, published in 1988 but almost certainly writ- 
ten in 1986-1987, consists of 10 chapters. The editors have 
chosen the contributing authors well, and many are among 
the best-known workers at the interface of molecular genet- 
ics and medicine. Unfortunately for the interested but unini- 
tiated, however, this book was not written for the novice. 
Although it is true that several of the chapters (most notably, 
the introduction and a particularly interesting chapter enti- 
tled “Recombinant DNA Analysis of Multifactorial Dis- 
ease”) are written for a nontechnical audience, the authors of 
the core chapters of the book, which deal with recombinant 
DNA methods, clinical application of gene mapping, prena- 
tal diagnosis, and gene therapy, have written as if they were 
reviewing their area for colleagues or students rather than for 
newcomers to the field. The instruction of complete newcom- 
ers, who might be mildly anxious about their entry into this 
strange “high tech” world, does not seem to have been up- 
permost in the authors’ minds. Rather, the chapters seem to 
be oriented for a first-year graduate student or genetics fel- 
low who already has at least a passing familiarity with the 
key concepts. This approach is particularly evident in the use 
of illustrations, which are often inadequately integrated into 
the text. If the goal is to make molecular genetics nonthreat- 
ening to the newcomer, this book suffers by comparison with 
the excellent but now increasingly outdated work of Watson 
et al. (2). The explanations of linkage analysis do not ap- 
proach the clarity achieved by Suarez and Cox in a recent 
pair of articles aimed for a psychiatric audience (3, 4). Fur- 
thermore, there is no glossary in this book, and terms such as 
“allele,” “exon,” “intron,” “hybridized” and “intragenic” 
are used without definition. 

Finally, the book suffers from a common weakness of mul- 
tiauthored works: repetition. Three different chapters outline 
the principles of linkage analysis in man, and two review the 
methodology of Southern blotting. Although repetition can 
be helpful, in this context the reader would have been better 
served by an editorial effort to produce one, more thorough 
explanation of these key concepts rather than the numerous, 
less adequate ones produced here. 

For these reasons, this book will be of most use for those 
who, although not newcomers to the field of molecular bi- 
ology, feel a need to refresh and update their knowledge. For 
such individuals, the book should succeed reasonably well, 
provided they read it soon, because it will quickly become 
outdated. Few of the references cited were published after 
1986, and the technology in this area is advancing rapidly. 
For those in the field of mental health, this book is most 
useful for the insights it provides into the genetics of better 
understood conditions. Although many may be aware of the 
problem of allelic heterogeneity (where similar or identical 
syndromes result from different mutations in the same gene), 
the magnitude of this phenomenon is strikingly demon- 
strated Gite discussion in chapter three on the genetics of 
thalassemia. The molecular genetics of this disorder are now 
almost completely understood, and it has been shown that a 
similar syndrome can be caused by literally dozens of dif- 
ferent mutations. Similarly, genetic heterogeneity (genes at 
different locations causing the same illness) is currently much 
discussed in psychiatric genetics. Chapter four provides sev- 
eral clear-cut examples of genetic heterogeneity in well-un- 
derstood disorders recently revealed by linkage studies. 

Those with enough interest to finish this book will, I sus- 
pect, be left with a mixture of awe and envy. As a psychiat- 
ric researcher whose work increasingly borders on the field 
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of molecular genetics, I know how the tortoise felt as he 
watched the hare streak by. 
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KENNETH S. KENDLER, M.D. 
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Genetic Analysis of Complex Traits, Part II: Affective Dis- 
orders, edited by John P. Rice, Neil Risch, and Lynn R. 
Goldin. New York, Alan R. Liss, 1989, 156 pp., no price 
listed. 


This is a compilation of results presented at the fifth an- 
nual genetic analysis workshop, held at Chantilly, France, 
Sept. 2—5, 1987. Data sets (real or simulated) concerning 
human diseases of genetic etiology are distributed at these 
annual meetings. At the workshop, participants present re- 
sults of either theoretical developments that would be useful 
in analyzing such data sets or actual analyses. By agreeing to 
work on common data sets, the researchers can compare 
results of different methods of analysis. These papers also 
appeared in the journal Genetic Epidemiology. 

This book is important reading for students of psychiatric 
genetics. One reason for this is the data sets: the NIMH 
Collaborative Program on the Psychobiology of Depres- 
sion—Clinical data set, collected by investigators at five uni- 
versity medical centers and containing families of bipolar 
probands; the NIMH Family Study, led by Gershon, con- 
taining families of probands with bipolar or severe affective 
disorders; a set of bipolar illness pedigrees informative for X 
linkage that were reported in different publications; data on 
human lymphocyte antigen (HLA) typing for bipolar and 
unipolar families collected in Toronto and in Rochester, 
N.Y., by Stancer and Weitkamp et al.; and five published 
Old Order Amish pedigrees collected by Egeland et al. show- 
ing strong evidence of linkage to chromosome 11 for bipolar 
affective disorder. 

A focus of the analytic approaches in this volume is the 
accommodation of genetic heterogeneity. Such heterogeneity 
can occur in numerous ways. Elston and George discuss in- 
clusion of covariates that may affect familial risk analysis of 
family data, based on logistic regression-type models appro- 
priate for family data. One section is devoted to Bonney’s 
regressive models, incorporated in user-friendly genetic anal- 
ysis software being developed under Elston’s direction. 

Another section of the book concerns segregation analysis 
and related matters, in which the goal is to build a mathe- 
matical model that fits the transmission of (usually) a single 
trait in nuclear families or pedigrees. The modeling may be 
based on the Mendelian. segregation of a single gene, the 
assortment of polygenic factors in the family, or random or 
systematic environmental factors such as sibship environ- 
ment (the chapters by Demenais and Abel and by Hopper). 


1973. 


BOOK FORUM 


Extrafamilial sources of influence such as cohort and period 
effects can also be incorporated, as shown by Gilligan and 
Rice in an analysis of the NIMH Family Study data. 

The papers concerning linkage relationships between af- 
fective disorder and specific genetic markers are, perhaps, the 
centerpiece of the book. Martinez et al. discuss the effects on 
linkage analysis of misclassification of affective disorder in 
relatives, and Greenberg and Hodge take up the effects on 
linkage analysis of the intrusion of a second gene that affects 
the penetrance of a first gene (epistasis). A three-allele model 
to account for the fact that bipolar and unipolar affective 
disorders occur in the same family is proposed, fit, and tested 
by Sandkuyl and Ort. Van Eerdewegh offers modifications of 
existing linkage programs to take account of cohort effects 
and of large, highly inbred pedigree structures. (Older link- 
age programs could deal with inbreeding either not at all or 
only in small quantities. In groups such as the Old Order 
Amish there is a lot of inbreeding, and this can strongly affect 
the results of linkage analysis under certain circumstances.) 
A relatively efficient, inexpensive method of screening for 
linkage is the affected sib-pair method, and Chakarborty dis- 
cusses using this method to detect linkage of sex-linked dom- 
inant diseases. Wilson argues against the conventional habit 
of using peak lod scores as the sole summary statistic for 


deciding whether there is evidence for linkage. She suggests a — 


Bayesian approach that takes into account the whole lod 
curve. Finally, the controversial issue of HLA and affective 
disorders is taken up in three papers that do not achieve a 
convergence of results. Weitkamp and Stancer’s analysis sug- 
gests that there is an HLA-linked gene for susceptibility to 
affective disorder, whereas Price finds the opposite. I find the 
case more convincing on the negative side. 

This is a complex book, parts of which are mathematically 
rather sophisticated. The editing shows few lapses. There is a 
missing leading term in the second equation on page 58, and 
there are several small errors in the chapter by Hopper (e.g., 
equation 31 on page 237). Although these do not detract 
from the readability of the manuscript for those familiar with 
mathematical models, it is a pity they crept into a book that 
might be read by nonspecialists. 

Genetic analyses, in particular linkage analyses, are going 
to become more important in psychiatric research over the 
next few years. This volume is a good, up-to-date account of 
some of the more recent methodological advances that have 
been made in human genetic modeling. The importance of 
the progress being made is that complex phenotypes like 
psychiatric disorders require complex models. Environmen- 
tal effects, cohort effects, effects of age at onset, familial het- 
erogeneity in disease manifestations, and very likely genetic 
heterogeneity between the sources of genetic variability from 
one family to another all plague the analysis of psychiatric 
family data. Hitherto, analysts have mostly had to ignore the 
complications, because the available analytic methods were 
not up to dealing with them. We can look forward to a future 
in which data will not have to be forced into models in a 
Procrustean fashion but, instead, more or less satisfactorily 
incorporated. I recommend this volume to readers who need 
an introduction to the current state of knowledge in genetic 
statistics related to psychiatric family data. 


WILLIAM M. GROVE, PH.D. 
Minneapolis, Minn. 


NEUROPEPTIDES 


Neuropeptides in Psychiatric and Neurologic Disorders, ed- 
ited by Charles B. Nemeroff. Baltimore, Jobns Hopkins Uni- 
versity Press, 1987, 310 pp., $45.00. 


The time between a neuropeptide’s discovery and its im- 
plication in disease states is usually brief, which, along with 
the exponential rate at which new neuropeptides are being 
defined, guarantees that clinical research findings involving 
this class of neurotransmitters will continue to proliferate. 
However, since the early stages of any novel research enter- 
prise are often dogged by methodological issues and ques- 
tions of reproducibility, many early “neuropeptide” findings 
will almost certainly be amended or refuted. To present a 
critical yet coherent perspective of such a changing body of 
data is a formidable enterprise for any editor. Dr. Nemeroff 
has acquitted himself admirably. He and his distinguished 
contributors have produced an edited collection that is nei- 
ther repetitive nor discontinuous and is eminently under- 
standable to anyone with an interest in clinical neuroscience. 

One might be advised to approach Neuropeptides in Psy- 
chiatric and Neurologic Disorders by reading the last chapter 
first. In it Dr. Widerlov offers a welcome overview of the 
establishment of neuropeptides as bona fide neurotransmit- 
ters and provides an outline of the other chapters. The col- 
lection delivers what it promises. Apart from a review of the 
peptidergic neuron, the subject matter is oriented to human 
disease states. A general discussion of neuropeptides as di- 
agnostic research tools is followed by a series of chapters 
each devoted to a specific pathophysiological condition. 
These include schizophrenia, manic-depressive illness, de- 
mentia, Huntington’s disease, Parkinson’s disease, sleep dis- 
orders, and pain. This classification permits authors to cross 
usual boundaries and present data from a multiplicity of 
research approaches, ranging from post-mortem neurochem- 
istry to neuropeptide challenge paradigms. Given the youth 
of this research area, the reader should not be surprised that 
authors have drawn generously from basic sciences and may 
devote a good deal of effort to discussions of confounding 
factors while presenting often disparate results from their 
own and their colleagues’ work. Although those new to neu- 
ropsychiatric research may wish for less hypothesizing and 
more dogma, the authors must be commended for avoiding 
overgenerous interpretation. 

Since neuropeptides are not used as routine clinical diag- 
nostic or treatment tools at present, this edited collection will 
find its greatest favor with two groups—those researchers 
interested in clinical implications of neuropeptides in general 
and those investigators in psychiatry and neurology who 
want to know how neuropeptides might be involved in a 
specific clinical state. Dr. Nemeroff and his collaborators 
have provided the best and most comprehensive reference on 
neuropeptides in neuropsychiatry available to date. The 
rapid developments in their field demand a sequel. 


GEORGE E. JASKIW, M.D. 
Washington, D.C. 


Reprints of Book Forum reviews are not available. 
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Letters to the Editor 


Ritualistic Use of Fluoxetine by a Former Substance 
Abuser 


Sır: Much has been written regarding the benefits as well 
as the unwanted effects of fluoxetine (1—4). To the best of 
our knowledge, there have been no reports of an antidepres- 
sant effect associated with its ritualistic use by a former sub- 
stance abuser. 


Ms. A, a 33-year-old woman with dysthymia, avoidant 
personality, and polysubstance abuse, entered psychother- 
apy to address lifelong issues of depression, shyness, and 
fear of rejection, particularly in relation to men. Her drug 
and alcohol use was a “soothing” experience that allowed 
her to withdraw from a rejecting and critical world. Fear- 
ing that her addiction was preventing the attainment of her 
goals, she had made the decision to stop using drugs. 

Despite a period of psychotherapy without drug use, 
Ms. A made minimal progress. After her concerns regard- 
ing addiction had been addressed, a trial of fluoxetine, 20 
mg every other day, was initiated, but the dose was soon 
decreased to 10 mg every other day because she reported 
overstimulation. This dose of less than 20 mg required that 
she open the capsule. Within 2 weeks she had titrated the 
dose to between 1 mg every other day and 1 mg every day, 
depending on her desired energy level. This was done by 
emptying 1 mg of white fluoxetine powder onto a plate. 
With her illicit drug experience, “the dosing was simple.” 
She ingested the powder by sucking it into her mouth and 
described the experience as similar to “speeding” —giving 
her increased energy and the ability to interact socially 
with others. She stated that using more than 1 mg/day 
caused excessive stimulation and that ingestion of less than 
1 mg every other day caused severe drowsiness. Now, 7 
months later, at a dose of 1 mg every other day, her ap- 
pearance has improved, she has made social contacts, and 
she is making good use of psychotherapy. She often re- 
ports feelings of euphoria but shows no signs of mania or 
excessive stimulation. 


Although 20 mg/day is the standard antidepressant dose, 
clinical experience with fluoxetine indicates that a lower dose 
is often sufficient, and patients open the capsule for this pur- 
pose. However, a dose of 1 mg every day or every other day 
is unusual. It is possible that this low dose has a positive 
physiological effect in a person with lifelong dysthymia. In- 
deed, patients often respond to minimal doses of neuroleptics 
and antidepressants. It is also possible that the low dose has 
a placebo effect derived from Ms. A’s reenactment of her 
illicit drug use. Like addicts who become excited when vis- 
iting a place where they have previously used a drug, this 
patient got both excitement and comfort from recapitulating 
an act that had provided relief and safety in the past. It is also 
possible that her account of “speeding” might describe eu- 
thymia in a person who has been depressed much of her life. 

Because of fluoxetine’s popularity, other interesting re- 
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ports are likely to appear. For example, anecdotal reports 
from Italy indicate that a new “‘illicit’? drug known as “‘bye- 
bye blues” has been identified as fluoxetine. 
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SUSAN HUNTER-JONES, LIC.S.W. 
Wellesley, Mass. 


A Case of Amitriptyline Abuse 


Str: I wish to report on a case of amitriptyline abuse for 
euphorogenic effect. 


Ms. A, a 24-year-old abuser of alcohol and cannabis, 
consulted her family physician because of anxiety, depres- 
sion, and insomnia. Unaware of her drug abuse, he pre- 
scribed amitriptyline, 200 mg. About 30 minutes after tak- 
ing each dose, she would experience relief from her 
symptoms that lasted about 2 hours. By increasing the 
dose, she found she could intensify these effects and pro- 
long them for up to several hours. Her “high” consisted of 
feelings of relaxation, giddiness, and contentment. Fre- 
quently, this progressed to incoordination, slurred speech, 
and confusion. Sometimes she would forget how much she 
had taken and ingest up to 2 g. This intoxication was often 
followed by sleep and retrograde amnesia. These effects 
developed quite apart from concurrent use of other drugs 
n in fact, amitriptyline became her recreational drug of 
choice. 

Six months after beginning amitriptyline, Ms. A was 
brought to the hospital in an unresponsive state. An ECG 
showed sinus tachycardia of 100 bpm and a widened QRS 
interval. A neurologic examination showed coma, dyscon- 
jugate gaze, hyporeflexia, and pupils 4 mm and reactive. 
Her serum amitriptyline level was 1131 ng/ml. Two days 
later her sensorium was clear. She emphatically denied 
that she had attempted suicide and showed no signs of 
depression. 

Ms. A continued her amitriptyline abuse. She was ar- 
rested for erratic driving; when results of a breathalizer 
test were negative and the blunting of her senses worsened, 
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police brought her to the hospital, where she was readmit- 
ted, this time with an amitriptyline level of 1573 ng/ml. 
After her condition was stabilized, Ms. A was transferred 
to the psychiatric unit. Examination showed moderate 
dysphoria but absence of neurovegetative changes, psy- 
chosis, cognitive impairment, or suicidal ideation. Consis- 
tent with antidepressant withdrawal effects, she experi- 
enced nausea and vivid dreams, which cleared after several 
days. 

When confronted, Ms. A acknowledged her misuse of 
amitriptyline. She confessed that she was frightened be- 
cause her craving had twice almost led to a lethal overdose 
and that she thought she was addicted to the drug. She 
began attending Alcoholics Anonymous and, upon dis- 
charge from the hospital, sought counseling for substance 
abuse. 


The physiologic basis for amitriptyline’s euphorogenic ef- 
fects in this patient is not clear. I hypothesize that central 
anticholinergic effects were responsible. The patient’s reports 
of tiredness, confusion, and ataxia are consistent with anti- 
cholinergic intoxication, and the withdrawal symptoms were 
quite characteristic of “cholinergic overdrive” (1). Abuse of 
other agents with this anticholinergic potential is common 
(2). Among antidepressants, amitriptyline has the most po- 
tent antimuscarinic effects. It is also possible that amitripty- 
line’s effects on norepinephrine and serotonin metabolism 
were contributory. 

Most clinicians do not worry about abuse when prescrib- 
ing tricyclics. Standard psychopharmacologic texts do not 
warn of it. This case suggests that with known abusers of 
chemicals, it might be prudent to prescribe tricyclics with 
low anticholinergic potency or avoid their use altogether. 
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JEFFREY D. DELISLE, M.D. 
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Perphenazine in Breast Milk and Serum 


Sir: Breast-feeding is generally not recommended if the 
mother is being treated with neuroleptic drugs. If a lessening 
of this restriction is to be considered, the magnitude of the 
24-hour dose that would be passed on to the child must be 
ascertained. We have just had the opportunity to measure the 
concentration of perphenazine in breast milk and serum at 
steady state at two different dose levels. Collection of milk at 
both dose levels made it possible to calculate the 24-hour 
transfer of the drug to the milk. Furthermore, fractional col- 
lection of the milk enabled us to measure whether the con- 
centration of perphenazine in breast milk follows the peak 
concentration in serum. 


Ms. A, a 22-year-old mother, was admitted to a psychi- 
atric hospital because of a postpartum psychosis. Her child 
was 1 month old and weighed 3.5 kg. The mother was 
given oral perphenazine, 24 mg/day, divided into two 
equal doses administered at 8:00 a.m. and 8:00 p.m., and 
milk was collected during 24 hours. Because of extrapy- 
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ramidal side effects and the high serum concentrations that 
were found, the drug dose was reduced to 16 mg/day, but 
it was still administered in equal doses at 8:00 a.m. and 
8:00 p.m. This time milk was collected during three 
4-hour periods from 8:00 a.m. to 8:00 p.m. and one 12- 
hour period from 8:00 p.m. until the next morning at 8:00 
o’clock. The concentration of perphenazine in serum and 
breast milk was determined by high-performance liquid 
chromatography (1). 

At a 24-hour intake of 24 mg of perphenazine, or 480 
ug/kg, the drug concentration in the milk was 7.8 nmol/ 
liter (3.2 ng/ml). The 24-hour milk production was 510 
ml; thus, 1.59 ug of perphenazine per 24 hours, or 0.45 
g/kg, would have been passed on to the child. This 
amount of milk must be considered normal when artificial 
stimulation is involved. The reduction of the perphenazine 
dose to 16 mg/day (240 pg/kg) led to a proportional de- 
crease in the mean concentration in the milk to 5.3 nmol/ 
liter (2.1 ng/ml), corresponding to a daily transfer of 1.06 
wg, or 0.3 pg/kg, of perphenazine to the child. 

The serum perphenazine concentrations in blood sam- 
ples drawn in the morning 12 hours after the last dose at 
both dose levels were 12.0 and 4.9 nmol/liter (4.9 and 2.0 
ng/ml), respectively, corresponding to mean ratios of milk 
to serum of 0.7 and 1.1. 

The perphenazine concentrations in the milk produced 
during the three 4-hour periods were 4.4, 7.6, and 5.0 
nmol/liter (1.8, 3.1, and 2.0 ng/ml), respectively. The con- 
centrations in serum from blood samples drawn in the 
middle of the three periods were 5.0, 8.3, and 7.0 nmol/ 
liter (2.0, 3.4, and 2.8 ng/ml), respectively. Thus, the per- 
phenazine concentrations in milk and serum roughly fol- 
lowed each other. The concentration in the milk produced 
during the night was 5.1 nmol/liter (2.1 ng/ml). 

These results indicate that the ratio between the concen- 
trations of perphenazine in breast milk and serum is of the 
same order of magnitude as those found for other neuro- 
leptic drugs, i.e., about 1. Expressed as micrograms per 
kilogram of body weight, the dose passed on to the child 
with the milk was about 0.1% of that given to the mother. 
On the basis of this finding, breast-feeding was started. 
The perphenazine treatment lasted for 3 months; during 
this period, the child thrived normally, and no signs of 
drug-induced symptoms developed. 


The method we used differs from that of most other stud- 
ies in that the measurements were done on the total 24-hour 
milk production and not on samples taken before and after 
feeding, which may give different results because of differ- 
ences in the lipid content of the milk (2—4). 
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A Residency Training Clinic in a County Jail 


Str: The psychiatric needs of inmate populations are often 
neglected (1). This may be due in part to professionals’ re- 
sistance to working with these patients. Positive training ex- 
periences with such patients might help alleviate the discom- 
fort of professionals and the manpower shortage as well. 

A computerized literature search of MEDLINE back to 
1966 and of Psychological Abstracts back to 1983 found 
only one description of a medical student training experience 
that involved inmates (2) and no such reports for graduate 
medical education. It is possible that such training goes un- 
reported, Nevertheless, we want to report on a successful 
residency training program that was held in a county jail. 

The Department of Psychiatry and Behavioral Sciences at 
the Medical University of South Carolina and the Charleston 
Area Community Mental Health Center (CMHC) organized 
a weekly 2-hour psychiatric clinic at the Charleston county 
jail (300 inmates) with the goal of addressing the needs of 
this underserved group and desensitizing psychiatric resi- 
dents to this population. A faculty psychiatrist, a resident, 
and the jail’s chief nurse provided psychiatric assessment and 
treatment. Emergencies arising outside the clinic’s scheduled 
time were managed through a preexisting system that in- 
volved the transportation of inmates to our facilities at the 
CMHC or to the emergency room. 

Before the establishment of the clinic, all inmates were 
transported from the jail to our health facilities for services. 
This transportation presented an incentive for inmates to 
feign illness as a way of getting time out of jail, often con- 
founding the validity of the residents’ evaluations. This frus- 
trating experience resulted in an even greater aversive re- 
sponse to the patients. 

The residents’ evaluation of the project was very favor- 
able. They valued learning about the local criminal justice 
system. They received on-site, in vivo clinical supervision and 
were able to observe the attending psychiatrist interview pa- 
tients. With the removal of the motivation for feigning ill- 
ness, validity of their clinical assessments was improved. 

The availability and use of preexisting information in the 
CMHC files led to early identification of high-risk individu- 
als and to effective interventions in an effort to prevent de- 
compensation while they were incarcerated. Inmates who 
might not have been served because of difficulties in trans- 
porting them were receiving services efficiently on site, pos- 
sibly averting decompensation and more dangerous crisis 
situations. 

The system significantly reduced the county sheriff's man- 
power and vehicle use for transporting inmates. The sheriff, 
impressed with the effectiveness of the clinic, shared his en- 
thusiasm with several other sheriffs in the state. This resulted 
in the South Carolina Department of Mental Health’s spon- 
soring of a conference for sheriffs and jail administrators on 
working with the mentally ill in jails, which featured the 
Charleston clinic as a model program. 

The project represents an example of a successful public- 
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academic collaboration. It produced obvious benefits to all 
parties involved and was highly regarded by the community. 
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Desipramine and Its 2-Hydroxy Metabolite in Patients 
Taking or Not Taking Methadone 


Sm: The article by Iradj Maany, M.D., and associates on 
increase in desipramine serum levels associated with metha- 
done treatment (1) was a well-done and interesting exami- 
nation of the observation that methadone patients treated 
with desipramine for cocaine abuse require lower doses of 
desipramine to attain therapeutic blood levels of the parent 
compound (2), Our further examination of this phenomenon 
has taken a different direction, however, by comparing the 
metabolic disposition of desipramine in patients taking 
methadone to that of patients not taking methadone. 

We have examined the 2-hydroxy metabolite of desipra- 
mine and compared it in 11 methadone patients and 61 pa- 
tients not maintained on methadone—39 with depression 
and 22 with cocaine abuse (3). All patients were stabilized at 
a fixed dose of 2.5 mg/kg of desipramine before blood level 
assessment. The patients’ lowest plasma concentrations of 
desipramine and its unconjugated 2-hydroxy metabolite 
were determined by means of a modified high-performance 
liquid chromatography technique (4). 

The 11 cocaine abusers who were concurrently maintained 
on methadone had a significantly lower ratio of desipramine 
dose to plasma concentration (mean+SD=0.9+0.4) than the 
depressed patients (2.2+1.9) and the nonmethadone cocaine 
abusers (2.041.6) (F=4.8, df=2, 70, p<0.05). The 2-hy- 
droxy metabolite-desipramine ratios also were significantly 
lower in the methadone patients (0.19+0.16) than in the 
other 22 cocaine abusers (0.39+0.26) and the depressed pa- 
tients (0.5040.31) (F=7.7, df=2, 70, p<0.01). This differ- 
ence was not due to desipramine dosage or abuse of cocaine. 

Methadone is extensively metabolized by the hepatic mi- 
crosomal enzymes, with production of N-demethylated cy- 
clic metabolites of methadone, which are then hydroxylated 
and excreted in bile and urine as water-soluble glucuronide 
conjugates (5, 6). Hydroxylation is also a key metabolic step 
in desipramine metabolism (4). However, as an explanation 
for our data, inhibition of hydroxylation of desipramine by 
methadone must be considered conjectural. More definitive 
pharmacokinetic studies on this mechanism, including stud- 
ies of urinary desipramine and its metabolites and an assess- 
ment of conjugation, will require a design similar to Dr. 
Maany and associates’ inpatient study, where patients can be 
administered desipramine when taking and not taking meth- 
adone. Together, these two sets of data support such a mech- 
anism and suggest the need for lower desipramine doses and 
plasma desipramine monitoring in methadone-maintained 
patients. 
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Suicidal Preoccupation During Fluoxetine Treatment 


Sir: A report by Martin H. Teicher, M.D., Ph.D., and 
associates (1) described six depressed patients who, upon 
relatively brief exposure to fluoxetine, developed “‘intense, 
violent suicidal preoccupation.” The suicidal thoughts were 
“obsessive, as they were recurrent, persistent, and intrusive.” 
The investigators were somewhat puzzled by this finding 
given that fluoxetine, a potent serotonin reuptake inhibitor, 
is used to control obsessive-compulsive symptoms. While the 
authors gave an impressive list of likely and unlikely expla- 
nations, we believe that the specific pharmacologic effects of 
fluoxetine should be emphasized as a probable etiologic fac- 
tor. We propose that the phenomenon they observed may be 
the equivalent of the serotonin reaction described in patients 
with obsessive-compulsive and panic disorders rather than 
simply ‘‘a paradoxical response in some patients.” 

We have used fluoxetine extensively in the treatment of 
patients with obsessive-compulsive disorder (2). Some of 
these patients’ initial response to fluoxetine was a transient 
worsening of their obsessions and compulsions. Our original 
dosing schedule called for a 20-mg increase every 2 days. We 
quickly learned that a much slower increase (20 mg every 2 
weeks) practically eliminated this reaction. We hypothesized 
that a sudden increase in serotonergic transmission is respon- 
sible for this “paradox.” Furthermore, we speculated that 
only chronic treatment with fluoxetine will result in postsyn- 
aptic serotonergic desensitization and subsequent antiobses- 
sional effect. A similar reaction has been described as the 
serotonin reaction in fluoxetine-treated patients with panic 
disorder (3). Since even 20 mg of fluoxetine, the only avail- 
able dose at present, seems too high, the recommended start- 
ing dose for panic patients has been reduced to 5 mg/day (4). 

Dr. Teicher and associates did not specify whether their 
depressed patients had histories of obsessions, compulsions, 
or panic attacks. However, many depressed patients, even 
without histories of obsessive-compulsive disorder, exhibit 
obsessional ruminations and brooding during a depressive 
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episode. The content of these ruminations is frequently re- 
lated to suicide. Five of the six patients the authors described 
had histories of suicidal thoughts, and four of the five had 
made suicide attempts or gestures. The patients were ex- 
posed to fairly high doses of fluoxetine within a relatively 
short time period. It is conceivable that this serotonergic 
challenge with fluoxetine accentuated the obsessional rumi- 
nations to the extent of severe suicidal preoccupation. De- 
pression may be associated with a symptomatically similar 
but more prolonged serotonin reaction than that exhibited 
by patients with obsessive-compulsive or panic disorders. 
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LASZLO A. PAPP, M.D. 
JACK M. GORMAN, M.D. 
New York, N.Y. 


Dr. Teicher and Associates Reply 


Sir: Drs. Papp and Gorman have formulated an interest- 
ing and important hypothesis. In our report three of the 
patients (cases 4, 5, and 6) had histories of rare or infrequent 
panic attacks but fell short of fulfilling the DSM-III-R crite- 
ria for panic disorder. One patient (case 2) had a history of 
obsessional thoughts in childhood that had abated, but in the 
midst of his depression he did display some checking behav- 
ior. The patient in case 4 also had a history of obsessive 
ruminations during depression. Thus, many of our reported 
cases may have been at increased risk according to the hy- 
pothesis of Drs. Papp and Gorman. 

We have also received information regarding a number of 
possible additional cases, which further strengthens this hy- 
pothesis. One woman with obsessive-compulsive disorder 
wrote that she developed obsessive suicidal ruminations fol- 
lowing her first 20-mg dose of fluoxetine, but she indicated 
that these suicidal thoughts abated over the course of treat- 
ment in conjunction with her preexisting obsessions. We also 
received reports from two psychiatrists describing the emer- 
gence of suicidal ideation that began 2 weeks after initiation 
of fluoxetine (20 mg) to treat obsessive features in three ad- 
olescents with Tourette’s disorder. Finally, we received one 
report from a physician of a suicide by hanging that occurred 
2 weeks after initiation of fluoxetine (20 mg) in a 15-year-old 
adolescent with obsessive-compulsive disorder who had little 
or no preexisting depression. Thus, obsessive-compulsive 
symptoms may be a relative risk factor, and patients with 
these symptoms may benefit from initiation of treatment 
with lower doses and more gradual titration. 

While it is tempting to postulate that these suicidal obses- 
sions may be part of a specific serotonin reaction resulting 
from a sudden increase in serotonin neurotransmission, we 
should be cautious about accepting this hypothesis until 
more direct neuropharmacologic data are available. The time 
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course of emergence of suicidal ruminations in the majority 
of these cases is not entirely consistent with a sudden increase 
in serotonin neurotransmission. Other possible neurophar- 
macologic effects can include drug-induced alterations in the 
circadian regulation of serotonin release (1), differential 
changes in the relative regional receptor densities or second- 
messenger coupling of some of the multiple serotonin receptor 
subtypes (2), or alterations in the balance between seroto- 
nergic neurotransmission and other coupled neurotransmit- 
ter systems (3). Nevertheless, Drs. Papp and Gorman have 
presented a very interesting hypothesis that enhances our 
thinking about this complex phenomenon. 
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Psychiatric Illness in Relatives of Patients With Bulimia 
Nervosa 


Sır: We read with interest the article by Joy A. Kassett, 
M.S.W., M.P.H., and associates (1) reporting higher rates of 
major affective disorders, eating disorders, and alcoholism in 
first-degree relatives of 40 patients with bulimia nervosa who 
had never suffered from anorexia nervosa than in first-degree 
relatives of 24 normal control subjects. We would like to 
comment on several aspects of their report. 

The interviewers of relatives in this study inquired about 
the presence of psychiatric illness in the control probands 
and thus were not blind to whether the relatives belonged to 
families of bulimic or control subjects. Such knowledge 
could have influenced the way the relatives were interviewed 
or given diagnoses. Although one of the authors has reported 
on a very well-designed study (2) in which knowledge of 
patients’ prior psychiatric diagnoses did not affect their di- 
agnoses at subsequent interviews, we are not aware of any 
studies in which the diagnoses of relatives were shown to be 
unaffected by knowledge of probands’ diagnostic status. 

The control probands in this study consisted of individuals 
with no history of any psychiatric disorder. Assuming a genetic 
basis for at least some psychiatric disorders, one would expect 
to find lower rates of psychiatric illness in the relatives of such 
control subjects than in members o£ the general population 
studied in the same manner. Thus, it seems difficult to argue 
from the results of this study that the rates of affective or other 
psychiatric disorders are higher in the relatives of normal- 
weight bulimic probands than in the general population. 

The authors did not report how many of their bulimic 
probands were inpatients—a potentially important point, 
since individuals with normal-weight bulimia are usually 
treated as outpatients. If a relatively high proportion of these 
probands were inpatients, it raises the possibility that the 
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bulimic subjects in this study were more seriously ill than 
most patients with this diagnosis. Together with our other 
concerns, this is another reason to be cautious about gener- 
alizing from these results to the population of all persons 
with normal-weight bulimia. 
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DAVID JONES, M.D. 
Cleveland, Ohio 
Ms. Kassett Replies 


Str: My associates and I would like to make several com- 
ments on the three points Dr. Stern and colleagues make 


concerning the validity of our family study. 


The question of validity is raised in reference to whether 
the diagnostic interview—the Schedule for Affective Disor- 
ders and Schizophrenia—Lifetime Version (SADS-L)—was 
administered by persons blind to the relatives’ membership 
in bulimic or control families. It was. The interviewers were 
blind to proband (bulimic and control) diagnosis in two- 
thirds of the interviews of relatives. In the interest of having 
a properly blind study, the interviewing of relatives was dis- 
tributed among persons who were simultaneously conduct- 
ing other family studies of schizophrenia, schizoaffective ill- 
ness, and manic-depressive illness. The interviewers used a 
systematic family history interview to obtain diagnostic infor- 
mation from each interviewee about all first-degree relatives of 
the proband. The SADS-L was completed before the family 
history part of the interview was done, so that it was, in fact, 
given blindly. Two clinicians then blindly diagnosed the rela- 
tives from the information obtained with the SADS-L, and any 
disagreements were resolved in a study staff meeting, where the 
blind nature of the study was maintained. 

The question of representativeness of sampling is raised 
with respect to both the control probands and the bulimic 
probands. The purpose of the study was to compare rates of 
illness in normal healthy control subjects, not rates of illness 
in the general population. This is a proper comparison -for 
detection of the familial psychopathology that is particularly 
useful in studying common diseases (1). An advertisement 
for normal volunteers for a National Institute of Mental 
Health study was placed in a local newspaper and in the 
National Institutes of Health normal volunteer office. No 
mention of families was made. Of 45 volunteers, 30 were 
accepted as normal probands. 

Proband selection is not a legitimate issue on which this 
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study can be faulted. Some bulimic patients were hospital- 
ized, and this was stated. However, they were selected be- 
cause they met diagnostic criteria. There are no a priori rea- 
sons to hypothesize that they were different from bulimic 
outpatients. In the case of affective disorder, it has been 
shown that the same rates of illness are observed in relatives 
of hospitalized and nonhospitalized unipolar patients who 
meet the same diagnostic criteria (2). 
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Right Versus Left Unilateral ECT 


Sir: We wish to make the following observations on the 
report of Richard Abrams, M.D., and associates (1) that left 
unilateral ECT is more efficient than right unilateral ECT. 
First, the electrical charge delivered was much greater than is 
conventional for unilateral brief-pulse ECT. Second, the 
margin of difference between the two forms of ECT (about 4 
Hamilton units after six ECTs), while statistically significant, 
may not be clinically significant. Third, there was no com- 
parison (between the two ECT groups) of the patients who 
were clinically considered to have responded; the data sug- 
gest that no difference is likely. 

Although, to their credit, the authors refrained from rec- 
ommending the use of left unilateral ECT in preference to 
right unilateral ECT, we raise these issues lest the casual 
reader interpret the report to suggest that there is a thera- 
peutic advantage in using a form of ECT known to carry a 
considerable risk for cognitive deficits. 
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Dr. Abrams and Associates Reply 


Sir: Drs. Andrade and Gangadhar are battling a straw 
man, since we did not report greater efficiency of left than 
right unilateral ECT; indeed, both the discussion and ab- 
stract sections of our article clearly stated that we found the 
two methods to be “not significantly different in overall an- 
tidepressant potency.” Moreover, their claim that left uni- 
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lateral ECT carries “a considerable risk for cognitive defi- 
cits” is not supported in the literature. 


RICHARD ABRAMS, M.D. 
CONRAD SWARTZ, M.D. 
CHANDRAGUPTA VEDAK, M.D. 
North Chicago, Ill. 


Late-Onset and Early-Onset Schizophrenia 


SIr: Dr. Felix Post, who has written much about this topic, 
once said to me, “To be quoted is very nice; to be quoted 
correctly is too much to expect.” I was reminded of this 
when reading the article by Godfrey D. Pearlson, M.D., and 
his colleagues (1). They suggested that my associate and I (2) 
found CT changes in similar proportions of early- and late- 
onset schizophrenic patients. Our article, however, made no 
such comparison. In fact, whereas only a proportion of 
young schizophrenic patients show enlarged cerebral ventri- 
cles, our patients with “late paraphrenia” showed a uniform 
enlargement that was normally distributed. We have, fur- 
thermore, made it clear that this was purely a ventricular 
phenomenon and that there was an uncoupling of the usual 
association between ventricle enlargement and sulcal widen- 
ing which occurred in an age-matched control group (3). The 
long-term follow-up that the authors recommended has in 
fact already been reported (4). It demonstrated that although 
the previously reported (2) mild cognitive impairment in- 
creased slightly after a mean follow-up of 3.7 years, memory 
and orientation scores remained above the cutoff point for 
diagnosing dementia. These subjects therefore did not de- 
velop Alzheimer’s disease, although an even longer follow-up 
may show different results. 

In their understandable wish to pursuade Americans that 
schizophrenia with an onset after 45 years of age does exist, 
the authors have either misread or misquoted the “‘Europe- 
an” literature. They have prematurely assumed an identity 
between late paraphrenia and schizophrenia and have ig- 
nored differences in definition of the term “‘late onset.” Both 
M. Roth and F. Post used the age of 60 as a dividing line. 
Post, in particular, stressed the heterogeneity of his cases, 
which he cautiously referred to as “persistent persecutory 
states.” Holden reported on patients over the age of 65, and 
the heated correspondence in the columns of the British Jour- 
nal of Psychiatry that followed his paper showed some dis- 
agreement about the proportion of patients who demon- 
strated Schneiderian first-rank symptoms. We found these in 
only 16 of our 43 cases, whereas Grahame, using a different 
method of ascertainment, reported them in 14 of his 25 
cases. There are no doubt some differences in the sampling 
frames used in different series, which are therefore not 
strictly comparable. In addition, in patients with an onset 
after age 60, the proportion with positive family histories is 
not as high as that for younger patients (5). Although not 
conclusive, the evidence from the human lymphocyte antigen 
status of young and old patients (6) suggests that these may 
be biologically different. 

As we appear to be on the verge of a period of reexami- 
nation by modern neurobiological methods of the whole 
problem of delusions and hallucinations in the elderly, it is 
probably wise not to adopt an unduly rigid approach to 
the question of whether these represent cases of late-onset 
schizophrenia. Most evidence suggests that this may be an 
oversimplification. Having said that, provided our diagnostic 
systems allow us to retrieve these cases easily, it does not 
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matter what we call them. Retrieval can be achieved either by 
calling the patients schizophrenic and coding for age at onset 
or by using terms such as “late paraphrenia” or “late-onset 
delusional states.” 
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PROF. RAYMOND LEVY 
London, England 


Dr. Pearlson and Dr. Rabins Reply 


Sir: We feel most undeserving of Professor Levy’s wrath. 
First, our article did not quote him at all. We observed only 
that both his CT data on late-life-onset schizophrenia (“late 
paraphrenia”) (1) and our own (2) showed nonspecific brain 
changes similar to those reported by ourselves and others (3, 
4) in CT studies of patients with more typical early-onset 
schizophrenia. 

Second, we carefully reviewed the European literature on 
schizophrenia with late-life onset, retranslating the most im- 
portant original German contributions into English with the 
aid of two German-speaking psychiatrists. The fact that we 
may have reached different conclusions from those of Pro- 
fessor Levy hardly implies that we must have “misread or 
misquoted” these sources. Our article spoke to two audi- 
ences: the American, to challenge the idea that schizophrenia 
cannot occur after age 45, and the British, to reexamine ideas 
on late-onset cases, however defined. Accepting age 60 (or 
65) as a cutoff is one such assumption. (The mean age of our 
late-onset group was, in fact, 61 years.) Our map reassures 
us that Britain and Germany remain “European.” 

We are not wedded to the idea that late paraphrenia is 
identical to classic schizophrenia; the absence of both prom- 
inent thought disorder and affective flattening in late-onset 
cases are two significant differences that were emphasized in 
our article. One should bear in mind that schizophrenia 
with onset early in life may also not be a unitary entity, but 
that useful testable hypotheses can be generated from this 
assumption. 

We too have observed the “heated correspondence” in the 
British psychiatric literature generated by the topic of late- 
life hallucinatory/delusional states. It should be noted that 
light, rather than heat, is the desired product. Instead of 
importing this sometimes acrimonious debate from across 
the Atlantic, we heartily support Professor Levy’s suggestion 
to remain open-minded. 
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Violent Behavior Among Schizophrenic Patients 


Sır: The study by Menahem I. Krakowski, M.D., Ph.D., 
and associates on the prediction of violent behavior (1) ad- 
dressed a timely subject. However, we see various problems 
with the article as presented. The authors started off with the 
inflammatory statement that “violence is frequently reported 
in schizophrenic inpatients.” This is the type of unsupported 
pronouncement that the field of psychiatry is trying to avoid, 
and in fact it was the subject of last year’s American Psychi- 
atric Association theme, “Overcoming Stigma.” The refer- 
ences the authors cited do not support their view. The study 
by Tardiff and Sweillam (2) indicated that among the sub- 
jects studied, the proportions who had had violent episodes 
during the preceding 3 months amounted to 6.6% among 
schizophrenic inpatients and up to 14.1% for other diagnos- 
tic groups. Data from another reference in the article (3) also 
contradicted the authors’ statement: the rate of violent epi- 
sodes (including assault plus suicide attempts) was 7.9% for 
schizophrenic patients, 10.3% for those with organic brain 
syndromes, and 23.3% for “others.” In fact, it is not at all 
clear that the rate of violence for schizophrenic inpatients is 
any higher than that for healthy individuals in group living 
situations such as nursing homes and boarding schools. We 
have further noted methodological problems with the study. 

Ratings were done blindly for “low violence” versus “high 
violence” subjects only, while the distinction between con- 
trol and violent subjects was open. Thus, only comparisons 
between the first two groups are meaningful. But how were 
these two groups operationally defined? Verbal abuse was 
assumed to fall on a continuum of violence that also includes 
battery. A person repeatedly threatening another would be 
rated a high violence subject, whereas a person who beats up 
another person only once would be given a rating of low 
violence. We are surprised that the authors did not use any of 
the available well-validated scales that measure degree of 
violence, such as the Overt Aggression Scale (4), and long- 
term violent tendencies, such as the Buss-Durkee scale (5). 
Besides, many potentially important variables were based on 
self-reports, specifically, arrests and convictions for violent 
crimes and head trauma. The authors discussed the possibil- 
ity of neurological impairment as secondary to violence 
solely on the basis of these self-reports, when more objective 
data should have been obtained. 

Another problem is the use of chlorpromazine equivalents 
to control for medication. High- and low-potency agents are 
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clearly associated with different side effect profiles, especially 
neurologically. It could certainly be argued that impairments 
in hopping, tandem walking, and walking-associated move- 
ments might more accurately reflect medication effects than 
variables associated with violent schizophrenic patients. The 
scale that was used to quantify neurological signs was de- 
signed by the authors but not described in any detail. As it 
has not been published in a peer-reviewed periodical, access 
and critical evaluation by readers of the article would be 
difficult. Assuming that the scale is valid, the authors are still 
left with the finding that only four of the 56 items tested 
distinguished between high- and low-violence groups at sig- 
nificance levels of p<0.05, and one at p<0.01. Obviously, if 
we look at a large-enough number of variables in two 
groups, we will find some that distinguish between the two. 
There is no compelling face validity underlying the sugges- 
tion that graphesthesia, for instance, is more pronounced in 
violent persons with schizophrenia. 

Finally, in their discussion, the authors introduced a deus 
ex machina: violent behavior and neurological abnormalities 
may really relate to a third variable, not previously consid- 
ered, namely, type of schizophrenia. These speculations are 
not supported by any primary database in fe body of the 
article. 


REFERENCES 


1. Krakowski MI, Convit A, Jaeger J, et al: Neurological impair- 
ment in violent schizophrenic inpatients. Am J Psychiatry 1989; 
146:849-853 

2. Tardiff K, Sweillam A: Assaultive behavior among chronic in- 
patients. Am J Psychiatry 1982; 139:212-215 

3. Tardiff K, Sweillam A: Assault, suicide, and mental illness. Arch 
Gen Psychiatry 1980; 37:164-169 

4. Yudofsky SC, Silver JM, Jackson W, et al: The Overt Aggres- 
sion Scale for the objective rating of verbal and physical aggres- 
sion. Am J Psychiatry 1986; 143:35-39 © 

5. Buss AH, Durkee A: An inventory for assessing different kinds 
of hostility. J Consult Psychol 1957; 21:343-349 


LARRY A. GRAHAM, M.D. 

OLE J. THIENHAUS, M.D. 
EUGENE SOMOZA, M.D., PH.D. 
Cincinnati, Ohio 


Dr. Krakowski and Associates Reply 


Str: Is violence frequently reported in the literature? The 
fact that 11 of 13 studies on violent psychiatric patients men- 
tioned schizophrenia as one of the “‘over-represented diag- 
noses” (1) justifies that statement. We included two studies 
by Tardiff and Sweillam because they reported that assault 
outside of hospitals was related to a greater likelihood of 
paranoid schizophrenia and assault in hospitals to nonpara- 
noid schizophrenia. 

The nonblind ratings of violent versus nonviolent patients 
were far from meaningless. The clinicians who administered 
the neurological examination were not told anything about 
the purpose. of the data collection. Furthermore, the differ- 
ences between the high and low violence groups that we 
obtained, under blind conditions, corroborate the validity of 
comparing nonviolent and violent subjects. 

Dr. Graham and his colleagues miss the point of the dis- 
tinction between low violence and high. violence. The em- 
phasis was not on the seriousness of incidents; the data we 
presented suggest that frequency of assaults is an important 
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dimension and that the various assaultive behaviors, al- 
though vastly different in impact on the victims, have the 
same neurobiological underpinnings. 

It is possible, however, to use our data to address concerns 
about type and severity of assaults. Physical assaults were 
positively correlated with verbal (Pearson’s r=0.58, p< 
0.001) and property (r=0.47, p<0.001) assaults. If we di- 
vide violent patients into high violence, low violence, and 
nonviolent groups on the basis of physical assaults alone, 
they differ significantly in neurological impairment (F=6.2, 
df=2, 83, p=0.003). 

Dr. Graham and associates’ concern that a person repeat- 
edly threatening another would be rated high on violence is 
unfounded. None of the patients displayed trivial violence. 
Furthermore, after transfer to the secure care unit, only six of 
the 27 patients in the low violence group had further epi- 
sodes of physical assault; none was severe. 

The issue of the reliability of historical variables, especially 
criminal activity and head trauma, is raised. Our patients’ 
self-reports of criminal activity were found to be reliable 
when they were compared to official arrest records (2). In 
addition, “historical information was obtained from hospital 
records and family members whenever possible” (p. 850). 

The use of high-potency neuroleptics cannot account for 
the neurological differences. Our data indicate 1) no differ- 
ences among the three groups in the number of patients who 
were taking high- versus low-potency neuroleptics (p>0.70) 
and 2) no differences in neurological impairment between 
patients taking high- versus low-potency neuroleptics (p> 
0.80). 

The neurological scale is now available in a peer-reviewed 
periodical (3). 

Differences in neurological abnormalities among the 
groups, as explained (pp. 850-851), were first analyzed glo- 
bally; only when these were significant were further analyses 
attempted. Table 1 in the article presents legitimate post hoc 
exploratory analyses. As for the etiology of these abnormal- 
ities, there is evidence that more severe schizophrenia is as- 
sociated with more severe abnormalities (p. 853), including 
defects in stereognosis, graphesthesia, coordination, etc. (4). 
The greater neurological impairment in the high violence 
group, and its nature, suggests an association between high 
violence and more severe schizophrenia. 

We have some empirical evidence, as well, for this associ- 
ation from a subgroup of these patients who were adminis- 
tered the Brief Psychiatric Rating Scale (BPRS). High vio- 
lence patients (N=12) had a significantly higher BPRS score 
than low violence patients (N=13) (t=2.27, df=23, p< 
0.05). Moreover, neurological impairment was positively 
correlated with the BPRS total score (r=0.53, p<0.01) and 
the thought disorder factor (r=0.56, p<0.01). 
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Psychotherapy for Depression 


Sir: In his article “Toward a Clinical Model of Psycho- 
therapy for Depression, I: Systematic Comparison of Three 
Psychotherapies” (1), T. Byram Karasu, M.D., discussed his 
concept of “the psychodynamic approach” clearly and com- 
prehensively. I use a different definition and will give my 
reasons for so doing. The essential differences between our 
views hinge on our different understandings of the relations 
between psychoanalysis and a psychodynamic approach. 

Dr. Karasu emphasized the approach’s similarities to psy- 
choanalysis, stating (in the tables) that a primary technique 
of the psychodynamic approach includes “fully or partially 
analyzing transference and resistance” and that the approach 
would include “personality alteration,” would be of “indef- 
inite duration” and be “open-ended,” would include “trans- 
ference regression” and the use of “free association,” would 
“focus on past events and spontaneous associations,” and 
would seek to “ensure maximal insight.” Each of the pre- 
ceding specialized techniques is appropriate in psychoanal- 
ysis; each of them invites uncontrolled disaster when used 
routinely or indiscriminately in psychotherapy. While psy- 
choanalysis was a progenitor of dynamic psychotherapy, one 
should not equate an offspring with its parent. 

Both psychoanalysis and dynamic psychotherapy are 
highly individualized forms of treatment, but the approaches 
are fundamentally different. In therapeutic psychoanalysis 
the content (the patient’s gradual understanding of his or her 
unique psychodynamics) follows from the technique (a set of 
therapeutic principles developed to facilitate comprehensive 
self-understanding). The process is expensive in terms of 
time, money, and the dedication required of both partici- 
pants. When successful, the benefits can far outweigh the 
costs. Repeated efforts to shorten the process have instead 
changed both the process and the results. 

In dynamic psychotherapy the sequence is reversed. The 
content (the therapist’s comprehension of basic psychody- 
namic principles introduced through reading and class dis- 
cussions but most reliably learned from the supervision of his 
or her clinical work or from first-hand experiences as a psy- 
chotherapy patient) precedes the choice of the techniques 
judged most likely to be helpful to the particular patient. 

Both forms of treatment proceed from a limited set of 
basic principles to a broad range of possibilities determined 
by how the principles apply to any individual patient. In 
psychoanalysis the sequence proceeds from the analyst’s 
experience with the basic principles of psychoanalytic tech- 
nique to the wide-ranging content of each patient’s self-un- 
derstanding. In dynamic psychotherapy the sequence pro- 
ceeds from the therapist’s understanding of the basic 
principles of psychodynamics to a wide range of individual- 
ized psychotherapeutic techniques. 

In my experience, protracted stalemates in psychotherapy 
most frequently result from the therapist, the patient, or both 
having covert fantasies that they can achieve psychoanalytic 
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results without the essential training, experience, and re- 
sources required for psychoanalytic success. Disappointing 
outcomes with dynamic psychotherapy are frequently seen 
with therapists who do not recognize (or, worse, do not 
respect) the differences between psychoanalysis and other 
forms of psychotherapy. 

Inexperienced therapists frequently encourage (or fail to 
discourage) their patients from developing transference neu- 
roses. These therapies then founder because the therapist and 
patient cannot possibly resolve the transferences that have 
been encouraged. The treatment stagnates as the patient’s 
original problems are replaced by an unresolvable, struc- 
tured transference. 

Psychoanalysis is a relatively standard form of treatment. 
Psychotherapy, however, is a generic term covering a broad 
range of techniques. Psychotherapy covers a broad horizon, 
while psychoanalysis is limited to a narrow band of the ho- 
rizon, which is studied in great depth. 

I have tried to clarify what I regard as fundamental differ- 
ences between psychoanalysis and a psychodynamic approach. 
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GEORGE H. KLUMPNER, M.D. 
Oak Park, Ill. 


Sır: In regard to Dr. Karasu’s article on the psychotherapy 
of depressive illness, I would like to suggest a simple protec- 
tive mechanism for our patients. As part of major depressive 
illness, a patient’s marriage, job, finances, and so forth look 
bad. Are these problems the obvious distortions caused by 
the illness, or are there real problems? 

I refuse to deal with these problems until the patient has 
responded to medical treatment. In most cases the marriage, 
the job, the finances, and everything else seem satisfactory at 
that point. I have seen many patients seduced into long-term 
therapy for nonexistent problems that were assumed to be 
the causes of the illness. 


HANS R. HUESSY, M.D. 
Burlington, Vt. 


Dr. Karasu Replies 


Str: I very much appreciate the distinctions Dr. Klumpner 
has drawn between psychoanalysis and a psychodynamic ap- 
proach, While I may have unwittingly stressed their similar- 
ities in order to contrast them with other modalities, I in no 
way meant to imply that they are synonymous. I too am 
aware of the perils of the inexperienced therapist in mistak- 
ing one for the other or, worse, in imposing on the patient 
expectations that do not conform to the type of treatment 
offered. In this regard, I refer readers to my recent chapter, 
“Psychoanalysis and Psychoanalytic Psychotherapy,” in the 
Comprehensive Textbook of Psychiatry (1), in which I have 
much more directly carved out the similarities and the dif- 
ferences across the psychoanalytic spectrum. 

In response to Dr. Huessy’s letter regarding the use of 
medical treatment for depressed patients and the use of psy- 
chotherapy thereafter for problems that do not abate with 
medication, my article is in general agreement (and much of 
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the pharmacotherapy/psychotherapy research on depression 
now supports this). However, our reasons for this therapeu- 
tic orientation are decidedly different: Dr. Huessy sees the 
withholding of psychotherapy as protective of the patient, 
and I view the utilization of psychotherapy as protective, 
insofar as it can offer the most selective and comprehensive 
care. 
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Diagnosis of Tourette’s Disorder 


Sir: I was particularly interested in the article on 
Tourette’s disorder in a set of reared-apart triplets by Nancy 
L. Segal, Ph.D., and associates (1). As I am preparing to 
embark on a fellowship in child and adolescent psychiatry 
and am sure to be presented with patients with this disorder, 
I found the article well worth reading. 

The authors studied a pair of monozygotic females and 
their male cotriplet with respect to symptoms they had 
which, according to the article, met the criteria for Tourette’s 
disorder. The article clearly supports the hypothesis of ge- 
netic transmission of the disorder, since at least two of the 
three triplets had similar presentations, and the family ped- 
igree indicated Tourette’s disorder in the biologic father of 
the triplets and two of the children of one of the monozygotic 
females. I was struck, however, by the lack of a report of 
vocal tics in the male dizygotic cotriplet. Although he had 
multiple motor tics throughout his illness, no vocal tics 
were reported for him as were reported for the monozygotic 
females. 

This appears significant in view of the DSM-III-R criteria 
for Tourette’s disorder, which state that both multiple motor 
“and one or more vocal tics” must “have been present at 
some time during the illness.” Thus, it seems that the dizy- 
gotic cotriplet in this study did not meet the DSM-III-R cri- 
teria for Tourette’s disorder, as is implied in the article. In 
view of this apparent contradiction between clinical presen- 
tation and DSM-III-R criteria, a question is raised: Did the 
authors use some other diagnostic classification in determin- 
ing the presence of Tourette’s disorder? Clarification of this 
point would aid in determining whether we assign patients a 
diagnosis of chronic motor tic or Tourette’s disorder (2). 
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Dr. Segal and Associates Reply 


Sir: We thank Dr. Ifill-Taylor for pointing out the discrep- 
ancy between the diagnosis of Tourette’s disorder in the male 
dizygotic cotriplet and the information provided in his clin- 
ical summary, in which an absence of phonic tics was indi- 
cated. We failed to note, however, that the second-born co- 
triplet did provide a history of vocalizations for her brother, 
as documented in the questionnaire on family members that 
she completed. A tendency toward denial of symptoms on 
the part of the brother was observed during the general phys- 
ical examination; for this reason we relied on the sister’s 
observations in the preparation of this report. 


NANCY L. SEGAL, PH.D. 

MAURICE W. DYSKEN, M.D. 
THOMAS J. BOUCHARD, JR., PH.D. 
NANCY L. PEDERSEN, PH.D. 

ELKE D. ECKERT, M.D. 

LEONARD L. HESTON, M.D. 
Minneapolis, Minn. 


Multiple Personality Disorder and Borderline Personality 
Disorder 


SIR: A recent Journal article concerning multiple person- 
ality disorder (1) warned that this disorder with depersonal- 
ization, derealization, and identity problems must be differ- 
entiated from other DSM-III-R axis | disorders. Another 
article (2) indicated that “‘quasi-psychotic thought” (deper- 
sonalization, derealization, odd thinking) is more frequent in 
individuals suffering from borderline personality disorder. A 
third article (3) observed that “many of the reported long- 
term consequences of childhood sexual abuse are identical to 
DSM-III-R criteria for borderline personality disorder.” Did 
this third article find a congruence between multiple person- 
ality disorder and borderline personality disorder? The se- 
vere traumas experienced by these borderline patients are the 
same as those described by patients with dissociative disor- 
ders, especially multiple personality disorder. 

This conclusion contradicts the fact that multiple person- 
ality disorder is an axis | diagnosis while borderline person- 
ality disorder is found on axis II. However, clinically, mul- 
tiple personality disorder is a lifelong constellation of coping 
strategies, more in keeping with an axis II diagnosis. Treating 
individuals with multiple personality disorder is little dif- 
ferent from treating borderline personality disorder, consid- 
ering the long, stormy course, the risk of suicide, and the 
difficult transference/countertransference problems. This may 
also clarify the confusions of multiple personality disorder 
coexisting with other axis I diagnoses. If we place multiple 
personality disorder on axis II by considering it a variant of 
borderline personality disorder, we can also include an acute 
axis | diagnosis. 

In actual psychiatric practice, multiple personality disor- 
der and borderline personality disorder have the same etiol- 
ogy, symptoms, and course. 
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MARKHAM KIRSTEN, M.D. 
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Psychotherapy Training for Psychiatrists 


Sir: I am writing to register a global response to several 
articles in the Journal, specifically, Paul C. Mohl, M.D., and 
associates’ vision of psychotherapy training for “the psychi- 
atrist of the future” (1), the debate between Gerald L. Kler- 
man, M.D., and Alan A. Stone, M.D., on standards of treat- 
ment (2, 3), and articles by Kenneth Z. Altshuler, M.D. (4) 
and Paulette M. Selmi, Ph.D., and colleagues (5). 

The picture these articles create is of a future (and in some 
places, a present) in which a spiritless, mechanistic psychia- 
try has divested itself of the core discipline of psychotherapy. 
Patients will be diagnosed with standardized clinical inter- 
views (perhaps by computer) and assigned to “therapists” 
who will administer standardized, “specific” short-term ther- 
apies from manuals. Some of those therapists will be com- 
puters—perhaps continuity of care will consist of the same 
computer for diagnosis and treatment! Having had no direct 
experience of the power of an empathic, individualized, and 
personal psychotherapy relationship to heal either their pa- 
tients or themselves, residency graduates will be alienated 
from their own humanity and thus be at greater risk for 
inappropriate relationships with patients. Obsessed with spe- 
cific and short-term therapies, trainers will lose sight of the 
general, endemic patterns of abuse and abandonment that 
underlie much psychiatric illness regardless of diagnostic cat- 
egory and that are typically not revealed or dealt with in a 
span of 10 or 20 therapy sessions. 

Unlike the subjects of academic double-blind studies, our 
patients and medical colleagues will not be well served by 
this situation and will know it. They are already voting with 
their feet: patients are fleeing to psychologists and counsel- 
ors, who, if not as well versed in physiology and neurology, 
at least remain centered on the unique personhood of their 
“clients,” and other physicians are seeking out the same non- 
medical professionals to give them insight into their patients’ 
problems, not just a DSM diagnosis and pharmacological 
advice. 

Psychiatry, and medicine generally, will be impoverished if 
psychiatric training and practice ceases to have a human 
center in the process of psychotherapy. 
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cognitive-behavioral therapy for depression. Am J Psychiatry 
1990; 147:51~56 


PAUL GENOVA, M.D. 
Portland, Me. 


The Idiot Savant: A Reconsideration of the Syndrome 


Sir: In his review of the idiot savant syndrome (1), Darold 
A. Treffert, M.D., considered the different studies on this 
disorder, looking for a possible justification of the surprising 
abilities of the patients afflicted with it. On the basis of the 
literature (2, 3), his starting point was to try to explain some- 
thing that is inaccessible and extraordinary. 

Our opinion is that a possible solution can result from a 
completely different way of approaching the problem. Are 
these subjects’ capabilities truly astonishing? Certainly, we 
can assert that they are, if we refer to normality. However, 
we wonder whether, from a logical/formal viewpoint, it is 
really difficult to obtain such performances. 

For this reason, we have tested the possibility of reproduc- 
ing each of the savant’s abilities with software programs. 
Our conclusion is that all these skills can be simulated either 
by plain data recording and reading operations or by short 
sequences of low-level instructions, executable by any ele- 
mentary computing machine. 

The point is that the savants’ abilities aren’t exceptional by 
themselves, but they appear so because our CNS lacks the 
proper means for doing these kinds of operations. The reason is 
that our philogenetic history never rewarded such a simple way 
of processing information but instead favored a more complex 
system in order to overcome the complicated problems with 
which human life had to cope during evolution. 

A possible hypothesis is that these subjects have lost the 
ability to process complex information at a high level and to 
store data in an integrated way. The consequence of this lack 
of an integrated intelligence is that these individuals have the 
chance to understand some simple problems in their essence, 
free from the load of associations that a normal intelligence 
automatically creates. It is for this reason that they are able 
to elaborate and solve particular kinds of “simple problems” 
in a very fast way. Thus, this package of associations pro- 
vides the essence of the human mind’s power, fancy, and 
fertility but also explains why there are difficulties in solving 
simple and useless logical/formal problems. 

We arrive at the same conclusion if we analyze the ex- 
traordinary memory capacities that some savants have. Their 
memories are completely rigid, capable of storing and recov- 
ering only single elements and a very small {or absent) num- 
ber of associations. This type of memory is anomalous not in 
its dimensions but in its quality. 

The purpose of this kind of approach to the savant issue is to 
show how all the apparently extraordinary skills of these sub- 
jects can be explained simply by placing them in the category of 
mental deficiency. This condition excludes most intellectual 
high-level control and associative faculties, thus increasing ca- 
pabilities for some simple, but faster, processing. 
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DR. MASSIMILIANO DIECI 
A. MONTI GUARNIERI 
Milan, Italy 


Dr. Treffert Replies 


Sır: The hypothesis that some idiot savant abilities, par- 
ticularly the characteristic rigid, unitary, and poorly associa- 
tive memory they all display, could be the result of utilization 
of phylogenetically earlier, more primitive, and less associa- 
tive memory pathways is one | did mention but could discuss 
only briefly in my review article. I have had the opportunity 
to explore this hypothesis in much greater detail in later 
work (1). There is reason to believe that the “memory with- 
out consciousness” (habit memory) seen in savants can be 
explained by their use of this more primitive circuitry as an 
alternative to a higher-level and more richly associative, but 
damaged, cognitive memory. Thus, I agree with Drs. Dieci 
and Guarnieri that this may be a partial explanation of some 
idiot savant abilities, particularly memory. 

I cannot agree, however, that all savant abilities could be 
thus explained. While some of the calendar and lightning 
calculating or other numerical abilities could perhaps be re- 
produced by simple software programs, I have difficulty see- 
ing how this is applicable to reproducing the more complex 
musical or artistic abilities, for example, that are so common 
among savants. Further, I cannot agree that simply lumping 
all of these abilities under the term “‘mental deficiency” in 
any way explains them. Also, such a grouping blurs the fact 
that savant abilities occur as frequently in early infantile au- 
tism as in mental retardation. While both mental retardation 
and early infantile autism are developmental disabilities, 
their etiologies, symptom complexes, and impairment of or 
sparing of intellect are sufficiently different to cause them to 
be viewed as separate entities. 

Thus, using the term “mentally deficient savant” as an 
overall term would be as exclusionary and incorrect as using 
the term “autistic savant” to cover all cases. Not all autistic 
persons are savants and not all savants are autistic. Nor are 
they all “mentally deficient,” as suggested by using that term 
to explain them. It is necessary to acknowledge that idiot 
savant abilities occur in both conditions. The term I prefer, 
“savant syndrome,” is broad enough to encompass both 
those entities and I prefer it when referring to savants. 
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DAROLD A. TREFFERT, M.D. 
Fond du Lac, Wis. 


Diagnosis and Classification of Erotomania 


Sır: We dispute the conclusions reached by Jonathan H. 
Segal, M.D., in his article on erotomania (1). He stated that 
the major controversy surrounding erotomania is whether it 
ever exists separate from schizophrenia: He concluded that 
DSM-III-R is correct in classifying it under delusional disor- 
der and that neuroleptics—only modestly effective and not 
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touching the core delusion-—constitute the best medical 
treatment. 

DSM-III-R and the literature agree chat erotomania in- 
volves the delusion of being loved by another, usually of 
higher status. Unrelenting pursuit of the imagined lover is 
common. In most cases the patient is female, but forensic 
samples consist predominately of men, whose pursuit of the 
lover or misguided attempts to rescue her from imagined 
dangers result in arrests. DSM-III-R recognizes an associa- 
tion with affective syndromes but specifies that if the dura- 
tion of the mood syndrome is not “brief,” one can no longer 
diagnose erotomania, no matter how typical. 

As with masked depression, in which somatic symptoms 
hide depressed affect, we believe erotomania can mask symp- 
toms of mania by psychodynamically substituting for it. 
While mania defends against depression by denying depress- 
ing reality and substituting egomania and grandiose fantasy, 
in erotomania the patient derives heightened self-esteem 
from agrandizing the love object rather than the self. 

Many reported cases suggest affective disorders. Raskin 
and Sullivan (2) concluded that erotomania serves the pur- 
pose of warding off depression and providing an outside 
source of nurturance following loss. Rudden et al. (3) de- 
scribed their case as resembling those of Seeman (4), which 
were intermittent, recurrent, and ‘“‘cyclothymic.” In a thor- 
oughly researched review, Pope and Lipinski (5) concluded 
that the underdiagnosis of bipolar disorder was a serious 
contemporary problem. We agree. Just as catatonia occurs 
more often in bipolar disorder than in schizophrenia, we 
believe that erotomania occurs more often in bipolar disor- 
der than in delusional disorder, and treatments effective for 
bipolar disorder should be used. From several successful 
cases, we present one that illustrates how such treatment 
allowed the patient to give up the core delusion. 


Mr. A, age 34, had had 8 years of recurrent psychiatric 
hospitalizations, each after harassing a former grade- 
school classmate, even after she obtained a restraining or- 
der. One hospitalization occurred after he leapt on top of 
her outside her house to protect her from imaginary gun- 
fire. His last admission began after another trespassing 
arrest. In jail he attempted suicide by putting his finger in 
an electrical socket. He complained of recurrent feelings of 
“weights on my head” and proclaimed himself a “master 
of self-defense.” He insisted that the woman was in love 
Bi him, was sending him messages, and was his future 

He refused lithium and carbamazepine, which had been 
effective during past admissions, but accepted valproic 
acid. When this reached a serum level of 37 pg/ml, his 
grandiosity abated, and he became cooperative and devel- 
oped insight. He no longer felt “weights” or heard the 
woman’s voice, and within 10 days the erotomania began 
to diminish. He stated that the relationship “wasn’t work- 
ing out” and, because of her restraining order, she must 
not be interested in him. Under rigorous questioning he 
maintained that he was “through with her.” At 4month 
follow-up, he was still taking valproate and still believed 
that she no longer loved him. 
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BRIAN E. WOOD, D.O. 
RICHARD O. POE, M.D. 
Norfolk, Va. 


Dr. Segal Replies 


Sr: Drs. Wood and Poe raise several interesting points, 
but I see their case history as a useful addendum to, not a 
contradiction of, my conclusions. Their remarks notwith- 
standing, it is historically true that the major diagnostic con- 
troversies concerning erotomania have been 1) whether it 
ever exists as a distinct syndrome, rather than as merely one 
symptom of schizophrenia, and 2) whether it is a distinct 
syndrome or a subcategory of paranoia (now called delu- 
sional disorder). As I stated in my article, I believe that ero- 
tomania is best classified as a subtype of delusional disorder. 

` Regarding affective disorders, some cases of erotomania 
are accompanied by mild mood disturbances, and it is true 
that on occasion, manic patients have erotomanic delusions 
(although most of them certainly do not). It may be, as Drs. 
Wood and Poe assert, that bipolar disorder is underdiag- 
nosed in general, and as they mention, it is true that eroto- 
manic delusions can occur in the context of mania. However, 
this is a long way from concluding that, in general, eroto- 
mania masks symptoms of mania by psychodynamically sub- 
stituting for them and that most cases of erotomania are 
actually cases of bipolar disorder. Whether the case of Mr. A 
was one of true erotomania or of bipolar disorder is difficult 
to discern, as Drs. Wood and Poe’s description is not partic- 
ularly detailed. Whether or not this patient was truly manic, 
however, the fact remains that there is a distinct group of 
persistently erotomanic patients, whose symptoms are stable 
and, unlike those of mania, last for years at a time and who 
show none of the other symptoms—insomnia, motor rest- 
lessness, pressure of speech, emotional lability, and financial 
impulsiveness—that are so typical of true mania. Such pa- 
tients, in the absence of observable symptoms of mania or 
schizophrenia, are best diagnosed as suffering from delu- 
sional disorder, erotomanic type. 


JONATHAN H. SEGAL, M.D. 
Palo Alto, Calif. 


Accuracy of Adults’ Reports of Abuse in Childhood 


Sir: At the risk of sounding like a broken record and once 
again being misunderstood, I feel compelled to comment on 
the titles of the articles by John Briere, Ph.D., and Lisa Y. 
Zaidi, Ph.D. (1) and Idee Winfield, Ph.D., and colleagues {2). 
The first article dealt with reported histories of sexual abuse 
in a psychiatric emergency room. The assertion was made 
that “substantial overreporting of abuse history in this sam- 
ple seems unlikely.” There were no data on the subjects stud- 
ied which supported that contention, however. The second 
article dealt with reports of sexual assault in a community 
sample. Again, there were no corroborating, much less con- 
firmatory, data. 
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The last time I suggested that there might sometimes be a 
difference between what is reported and what in fact hap- 
pened (3), I was referred (4) to two articles that presumably 
refuted my suggestion with hard data (5, 6). In the first ar- 
ticle it was asserted, “The majority of patients (74%) were 
able to obtain confirmation [italics mine] of the sexual abuse 
from another source.” Details of the “corroborating evi- 
dence” were sketchy, however, and consisted of an unspec- 
ified amount of hearsay from other family members, appar- 
ently reported during group therapy. The second article 
referred specifically only to incest and included cases gath- 
ered in settings very different from a psychiatric hospital 
emergency room or therapy sessions. 

I shall try again to make my concern clear. I am not naive 
about expecting “‘certainty” in a scientific article or anything 
else. I do think that those of us who write, review, and pub- 
lish papers in this complex arena should be gravely con- 
cerned, however, about accuracy. I believe the only way we 
will ever untangle this difficult mystery is with clear defini- 
tion of the variables, not a priori conclusions about the facts. 
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CHARLES L. RICH, M.D. 
Stony Brook, N.Y. 


Dr. Briere Replies 


Str: As recently as 1979, a chapter in the Comprehensive 
Textbook of Psychiatry reported the incidence of incest to be 
approximately 1 in 1,000,000 cases (1). Recent research, 
however, suggests that more than 30% of women in the 
general population and about half of female psychiatric out- 
patients report some form of sexual abuse in childhood (2, 
3). As might be expected, these newer numbers bring with 
them some controversy, especially for those concerned about 
the honesty and/or reality testing of individuals who disclose 
childhood molestation. Dr. Rich’s letter appears to reflect the 
thinking of this group: he questions the validity of patients’ 
sexual abuse reports, bemoans the absence of “‘corroborat- 
ing, much less confirmatory, data,” refers to information 
from patients’ family members as “hearsay,” and cites stud- 
ies such as that by Dr. Zaidi and myself as lacking sufficient 
concern for the accuracy of subjects’ self-reports. 

Possible distortion in patients’ accounts of sexual abuse 
was briefly addressed in our article. We further indicated 
three reasons why we did not think that substantial overre- 
porting was a major concern: 1) the abuse rate was compa- 
rable to the rates found in other recent clinical studies, 2) 
specific aspects of subjects’ victimization correlated with 
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symptoms in ways that made intuitive sense and that had 
been reported by other authors, and 3) the clinical experience 
of the authors and others suggested that adults’ disclosures 
of sexual abuse are typically accompanied by distress, shame, 
and fear of stigma, as opposed to obvious enjoyment of sec- 
ondary gain: 

More to the point, one must wonder why some of us are so 
suspicious of sexual abuse reports. In his distrust of self- 
report data, does Dr. Rich similarly discount patients’ “un- 
corroborated” statements used in the psychodiagnostic pro- 
cess or in scoring psychological tests? At some point we must 
be willing to use the data available and to interpret them, 
with all due caution, as parsimoniously as possible. In the 
current instance, the example of Occam’s razor would seem 
to dictate that we accept most adults’ abuse reports as basi- 
cally valid, rather than as being the result of complex psy- 
chodynamic processes that somehow motivate large numbers 
of individuals to either falsely report childhood injury for 
uncertain psychological reward or fantasize such experiences 
for their (rather unlikely) pleasurable aspects. 

Finally, given that a large proportion of child abuse ap- 
pears to go undocumented, it is not clear how we could 
accomplish the validation of sexual abuse histories that Dr. 
Rich desires—especially if one rules out family corrobora- 
tion. Even if third-party corroboration were possible, how- 
ever, the probable trauma to the subject that is inherent in 
investigating his or her early history (i.e., contacting and 
questioning relatives, neighbors, or friends) would preclude 
this option. 

Despite Dr. Rich’s supposition regarding our “a priori 
conclusions,” the intent of the research he cites was to study 
a phenomenon of major importance, albeit with the flawed 
tools of retrospective/cross-sectional research designs. In the 
absence of data supporting reasonable alternative hypothe- 
ses, we deduce thus far that sexual abuse histories are com- 
mon in clinical and nonclinical populations and are associ- 
ated with significant negative sequelae. 
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JOHN BRIERE, PH.D. 
Los Angeles, Calif. 


The Power of Religion 


Sır: Reading the article “Cults and Zealous Self-Help 
Movements: A Psychiatric Perspective” by Marc Galanter, 
M.D. (1) reminded me of an incident that occurred in our 
hospital. 

While walking through the lobby, I came across a woman 
whom I recognized because I had treated her mother, Ms. A, 
5 years earlier, during my psychiatric residency. Ms. A had 
had diagnoses of bipolar disorder and borderline personality 
disorder. During the time I treated her, her daughter was 
psychiatrically well. However, the daughter had subse- 
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quently developed a bipolar disorder similar to that of her 
mother and was now a patient in the hospital. = - 

The daughter directed me to her room, where I was re- 
ceived cordially and affectionately by Ms. A, my former pa- 
tient, who was visiting. She was wearing a button that an- 
nounced, “I love Jesus.” As I spoke to her, it was obvious 
that she had become deeply religious and had, in fact, been 
“saved.” As a resident, I had been frustrated by Ms. A. She 
had needed to be psychiatrically hospitalized several times 
despite psychotherapy and treatment with lithium and thio- 
ridazine (Mellaril). I recalled asking my supervisor how to 
treat patients with borderline personality disorder, and he 
answered sardonically, “You refer them.” As a trainee, how- 
ever, that option was not available to me, so I persevered in 
her treatment. Now Ms. A revealed to me that since leaving 
therapy and putting her faith in the Lord, she had required 
no further hospitalizations. However, as I departed, she ap- 
proached me and whispered, “I still take my Mellaril.” 

This heartening experience rekindled fonder memories of 
Ms. A. It also reminded me of other patients who had ap- 
peared to benefit more from commitment to religion than to 
medical psychotherapy. Although this may not be a revela- 
tion to daens whose practice integrates religion and psy- 
chiatry, it was a humbling experience for me. Nevertheless, 
Ms. A’s parting words—her reference to the medication— 
also reminded me of sage advice from another supervisor, 
who made the following observation: “Remember, some- 
times God heals through doctors.” 
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ARTHUR LAZARUS, M.D. 
Philadelphia, Pa. 


Utilization of Partial Hospitalization Programs 


Sir: In their article on partial hospitalization (1), Susanna 
Parker, M.D., and James L. Knoll HI, M.D., stated that most 
psychiatrists have little training in a partial hospitalization 
setting. I believe that this statement is true. They also stated 
that most psychiatrists do not refer patients to partial hos- 
pitalization programs. I would take exception to this state- 
ment. We have an active partial hospitalization program at 
our Veterans Administration Medical Center. Not only are 
most of the referrals from other psychiatrists, we offer a 
3-month rotation to our third-year psychiatry residents and 
a 6- to 12-month elective to our fourth-year residents. Our 
residents have shown a high level of interest, and it has be- 
come a sought-after rotation. My point is that lack of referral 
to partial hospitalization facilities may reflect lack of such 
programs or lack of awareness, rather than an overt bias - 
against partial hospitalization. 

I believe that partial hospitalization programs need to be 
expanded for zwo reasons. First, in this era of shrinking 
health care resources, partial hospitalization can cut down 
the cost of long-term psychiatric care. Second, it will improve 
the care of patients with chronic psychiatric illness. We are 
all aware of the problems psychiatrists have in the care of 
such patients (2), By taking an active role in teaching and 
training psychiatric residents how to treat chronic psychiat- 
ric patients, partial hospitalization programs can change 
these attitudes (3). \. Partial hospitalization may offer the best 


Am J Psychiatry 147:10, October 1990 


combination of continued care and the potential for social 
rehabilitation. 


REFERENCES 


1. Parker S, Knoll JL III: Partial hospitalization: an update. Am J 
Psychiatry 1990; 147:156-160 

2. Eichler S: Why young psychiatrists choose not to work with 
chronic patients. Hosp Community Psychiatry 1982; 33:1023- 
1024 

3. White HS, Bennett MB: Training psychiatric residents in 
chronic care. Hosp Community Psychiatry 1981; 32:339-343 


SURINDER SUCHA NAND, M.D. 
Chicago, Ill. 


Drs. Knoll and Parker Reply 


SIR: In response to the letter from Dr. Nand we make the 
following comments. We still stand by our statement that 
most psychiatrists do not refer patients to partial hospital- 
ization programs. Obviously, Dr. Nand’s hospital is an ex- 
ception. It is an exception for two reasons. The first is that it 
is a Veterans Administration hospital, and the second is that 
it is part of a teaching program. We suspect that the eco- 
nomic and manpower factors inherent in that situation are 
the reasons for the high physician referral into that particular 
day hospital. From the review of the literature, we were not 
able to point to lack of awareness and lack of programs as 
major reasons for low referrals. We personally have been 
affiliated with a partial hospitalization program for more 
than 14 years in a major urban hospital with a university 
affiliation. We personally know that it is not lack of a pro- 
gram or lack of awareness that keeps referrals to a minimum. 

While we certainly hope that an increase in use of day 
hospitals will cut down the cost of long-term psychiatric 
care, improve the care of patients with chronic psychiatric 
illness, and offer the best combination of continued care and 
the potential for social rehabilitation, it should be noted that 
day hospitals have been promising this since the Community 
Mental Health Act of the 1960s. Our article was not meant 
to look at any one particular factor or to continue fantasies 
of partial hospitalization’s promises. Rather, it was to point 
out what is actually happening and to make an educated 
hypothesis about why partial hospitalization has not yet ful- 
filled its potential. 


JAMES L. KNOLL III, M.D. 
SUSANNA PARKER, M.D. 
Dallas, Tex. 


A Patient’s View of Doctor-Patient Boundaries 


Sir: I am a female patient currently (and for the past 4 
years) undergoing intensive psychotherapy for major depres- 
sion. I was led to read the article on doctor-patient bound- 
aries by Thomas G. Gutheil, M.D. (1) as a result of a mag- 
azine article (2). Perhaps, as a patient’s view, this letter may 
be of interest to some Journal readers. 

My psychiatrist has what he calls ‘rules,’ which I have 
defined as “moving targets.” The boundaries he has set be- 
tween us seem flexible, and I often try to bend and stretch 
them. Sometimes he struggles with these boundaries, trying 
to balance his rules against his respect for me as a human 
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being. As I watch him struggle, I learn how to struggle with 
my own boundaries, not just the ones between him and me, 
but those between me and everyone | deal with in the real 
world. Sometimes my doctor throws up his hands in exas- 
peration and even anger at me. Sometimes I have felt almost 
driven to suicide by frustration and rejection. But overriding 
all this, there seems to be a secure understanding that we 
each want what is right and comfortable for the other. We 
have not yet come to a complete consensus, except that 1) | 
am the patient, and 2) there is no sex. Here, I have no quarrel 
with Dr. Gutheil. 

The rest of the boundary picture described by Dr. Gutheil, 
however, seems rather rigid to me (no “symbolic” gifts, 
even?). Dr. Gutheil’s working sphere seems sterile and stag- 
nant. In my view, the patient within such rigid boundaries 
learns to accept powerlessness in exchange for a supportive 
relationship. No wonder there is rage. 

Dr. Gutheil was referring to “borderline” patients. I do 
not understand psychiatric illness classifications (the bound- 
aries of which may also be blurry), but I find some similar- 
ities between what is described as borderline and my own 
condition. At the least, boundary problems seem relevant to 
any doctor-patient circumstance. 

Presumptuously, I suggest that aspiring therapists be 
taught the same lessons that patients must learn, i.e., that 
caring and closeness between two people do not necessarily 
mean sex. For doctor and patient, in particular, some other 
way must be sought. The goal may never be reached, but the 
looking part is full of excitement and new knowledge if there 
is freedom to explore. 
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ANN, A PATIENT 


Dr. Gutheil Replies 


Sır: The power of Ann’s letter flows from just where she 
says it does: the struggles around boundaries. Indeed, as she 
so insightfully points out, rigid and mindless boundaries 
would produce a sterile and stagnant working sphere. But, 
clearly, Ann experiences a “secure understanding” with her 
therapist. Is there a better description anywhere for the hold- 
ing environment so necessary in therapy? That is what good 
boundaries are intended to produce. 

Ann’s letter answers itself, from my perspective: the best 
boundaries are flexible and respect the human being; thera- 
pists’ struggles with boundaries can model this for patients 
(and vice versa); caring and closeness need not mean sex; 
excitement, new knowledge, and freedom are not found in 
therapist-patient sex but in explorations. 

This, indeed, is what therapists should be taught. How- 
ever, the risk-management approach of my article precluded 
saying some things. I am delighted that Ann has said them. 


THOMAS G. GUTHEIL, M.D. 
Boston, Mass. 
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Perspectives on Psychiatry From Asian Cultures 


Sır: Fumihiko Okada, M.D., in a letter to the Editor (1), 
lamented the lack of translation of papers on Japanese psy- 
chopathology written by Japanese psychiatrists, who con- 
sider themselves very indebted to occidental psychopatholo- 
gists. He hopes that criticism from the West, for which they 
have expressed a need, will become possible through trans- 
lated material published in a new Japanese journal of clinical 
psychiatry. Finding adequate translators is difficult. 


A Japanese Mirror: Heroes and Villains of Japanese Cul- . 


ture by Jan Buruma (2) introduces us to a culture very dif- 
ferent from ours. Buruma was born in the Netherlands in 
1951. He is a producer, actor, and critic of theater, cinema, 
and television and has spent many years in Japan. His writ- 
ing will be fascinating to psychiatrists interested in varieties 
of sexual and cultural development. Anyone interested in 
what the Japanese believe they are, as well as the conflict 
between this and what they would like to be, may find many 
examples. The attitude toward women as she-devils and god- 
desses and men as heroes, gangsters, or ridiculous persons 
leads to many complexities, shown in the history of theater, 
movies, television, and comic magazines. The wealth of de- 
tail cannot be easily summarized but should be digested to 
help us view the contrasting conflicts between Japan and the 
larger scene of China and the newer, smaller scene of our 
own culture, where we may not admit the motes in our eyes 
as easily as we see them in others’. 


As a background to these works, there is the contrasted 
writing of Roberto Ong, a psychiatrist from the Philippines 
interested in linguistics, whose valuable English summary of 
Chinese attitudes toward dreams, The Interpretations of 
Dreams in Ancient China (3), is very worth reading. None of 
the previous 22 volumes of this series on China has been 
translated into English. In one chapter Ong discusses the 
history of Chinese philosophers’ attitudes toward the dream 
of the philosopher who awoke from dreaming that he was a 
butterfly and wondered how he could tell that he was not 
now a butterfly dreaming that he was a man. The authors left 
this question open-ended, just as some of us still may be 
open-minded in sharing this enigma with patients who com- 
plain of not being able to tolerate such complexity and want 
a quick resolution! 
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DR. W. CLIFFORD M. SCOTT 
Westmount, Que., Canada 


Reprints of letters to the Editor are not available. 
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Correction 


In the article “Sertraline in Obsessive-Compulsive Disor- 
der: A Double-Blind Comparison With Placebo,” by Michael 
A. Jenike, M.D., et al. (July 1990 issue, pp. 923-928), there 
are a number of errors that resulted from incorrect computer 
entry of the randomization code. 

The final conclusions of the study are not changed, but a 
stronger trend toward usefulness of the drug is exhibited. In 
view of positive data from the multicenter trial of sertraline 
of which this was one center (G. Chouinard, W. Goodman, 
J. Greist, et al.: Results of a double-blind placebo controlled 
trial using a new serotonin uptake inhibitor, sertraline, in 
obsessive-compulsive disorder. Psychopharmacol Bull [in 
press]), it is likely that the nonsignificant differences from 
placebo are due to small sample size. 

Patients in the placebo and sertraline groups were still 
similar in clinical characteristics (table 1 in the original pa- 
per), and there were few side effects in either group (table 2). 
The corrected table 3 below summarizes the corrected data 
analyses, which were done by means of analysis of covari- 


ance. All comparisons were nonsignificant beyond p>0.10. 
On the Yale-Brown scale, the Maudsley questionnaire, and 
the global scale, the interaction effect was nonsignificant, so 
main effects can be unambiguously interpreted. On the 
NIMH scale, the interaction effect was significant, so main 
effects could not be unambiguously interpreted; thus, tests of 
simple main effects were carried out between drug and pla- 
cebo at each of the five trials. None of the resuls of the tests 
of simple main effects was significant (all p>0.10). 

Also, to clarify a point in the paper, the new drug appli- 
cation requesting that obsessive-compulsive disorder be in- 
cluded as ar indication for sertraline will not be submitted 
for some time, but an application was filed for depression as 
an indication in 1988 {personal communication, Pfizer Phar- 
maceutical Company). 


MICHAEL A. JENIKE, M.D. 
LEE BAER, PH.D. 


Table 3. Baseline and Posttreatment Scores on Measures of Obsessive-Compulsive Symptoms for Patients Treated With Sertraline 


(N= 10) or Placebo (N=9) 


Yale-Brown 

Time and ___ Scale _ Scale 
Treatment Mean SD Mean 
Baseline 

Drug 23.4 5.0 9.5 

Placebo 22.1 5.8 8.4 
Week 2 

Drug 23.0 5.1 9.2 

Placebo 21.7 5.1 8.3 
Week 4 

Drug Lhd 5.8 9.1 

Placebo 23.7 6.5 8.7 
Week 6 

Drug 21.6 7.1 92 

Placebo 22.0 6.3 8.4 
Week 8 

Drug 20.6 7.3 8.5 

Placebo 21.7 T2.. 7.9 
Week 10 

Drug 19.4 8.5 8.3 

Placebo 23.7 8.1 9.2 
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Score 
Global Maudsley 
Assessment Questionnaire 
SD Mean SD Mean SD 
keke 5.1 0.6 15.8 5.5 
1.4 4.7 0.7 14.9 3.0 
is 5.1 0.7 = — 
1.3 4.6 0.9 — 
1.7 4.8 0.9 
1.6 4.4 0.9 
Al 4.8 0.9 
1.4 4.6 0.9 
2:1 4.6 1.1 
1.5 4.2 0.7 a — 
2.4 4.5 1.4 14.2 5.6 
2.2 4.7 0.7 152 4.7 
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The following are edited versions of the annual reports by the APA Secretary, Treasurer, Medical Director, Speaker, Speaker- 
Elect, and the chairpersons of the APA Committee on Constitution and Bylaws, Committee on Membership, and Committee 
of Tellers. The reports were presented at the APA annual business meeting in New York on May 14, 1990. 


Report of the Secretary: 
Summary of Actions of the Board of Trustees, 
May 1989—May 1990 


Philip M. Margolis, M.D. 


OVERVIEW 


It is my personal and Constitutional privilege as Secretary to re- 
port to the membership the actions taken by the Board of Trustees 
and some of the significant activities of the Association over the past 
year. The actions reported do not include a number of issues referred 
to appropriate components for further study and recommendation. 
As required by our Constitution, especially important issues will be 
discussed and clarified at the annual business meeting and a full 
report will be published in the American Journal of Psychiatry. 

The work of the Association has proceeded at a rapid pace over 
the past year. Major concerns have been quality assurance, managed 
care systems, practice parameters, membership, ethics, judicial ac- 
tivities, legal issues, and finances. In addition to regularly scheduled 
reports from the Assembly, Joint Reference Committee, and other 
components, members of the Board have contributed significantly to 
the development of the Board’s agendas for the meetings in June, 
September, and December 1989 and March 1990. A portion of each 
meeting was spent discussing policy issues and developing strategies 
to enhance the field of psychiatry and to assist members, patients, 
and their families. New directions have been given to some existing 
components, and the Board has continued or established ad hoc 
committees to address major issues. Of particular note is the new 
Council on Addiction Psychiatry, which will begin work this year. 
The new Task Force on the Homeless Mentally Ill began to work 
with related components in 1989. 


Membership 


As of Jan. 1, 1990, the membership was 36,208, which indicates 
a net gain of 1,040 members during 1989, or a 3% increase. The net 
gain in membership during 1989 exceeded the net increases during 
1987 and 1988 (1,013 and 862, respectively). Of the new mem- 
bers enrolled in 1989, 316 were Medical Student Members and 
1,357 were Members-in-Training, or 87% of the new enrollments. 
Members-in-Training continue to be the greatest source of General 
Members. 

Residents are significantly involved in the activities and compo- 
nents of the Association and include a voting Member-in-Training 
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Trustee and nonvoting Member-in-Training Trustee-Elect on the 
Board of Trustees and an area representative and deputy repre- 
sentative in each of the seven area councils. The Committee of Res- 
idents and Fellows and the resident fellowship programs continue to 
have representation on the Board. The Committee of Young Psychi- 
atrists is a relatively new component that is charged to identify these 
APA members, to assess their interests and needs, and to make rec- 
ommendations as to how the Association can best serve them. The 
committee is extensively involved in the activities of the American 
Medical Association (AMA) Section Council on Psychiatry and 
sends a delegate and an alternate to the annual and interim meet- 
ings of the AMA Young Physicians Section. In addition, APA has a 
young physician delegate and alternate delegate in the AMA House 
of Delegates. 


Membership and Fiscal Policies 


There has been growing concern about national and district 
branch dues and the formulas by which they are determined. Issues 
of concern include 1) the wide variation in dues among the district 
branches (some district branch dues are higher than the national 
dues), 2) the growing number of members who hold dues-exempt 
status, even though they are at peak earning levels, and 3) the re- 
tention of younger members, who may have problems in paying the 
local and national dues because they are paying off debts for their 
education and have lower incomes. 

The present criterion for dues-exempt status as a Life Member or 
Life Fellow is the “rule of 95,” i.e., the sum of a member’s age and 
years of active membership must equal 95; this formula was estab- 
lished by a vote of the membership in 1979. Of the total member- 
ship, 28,370 members are billed for national dues. It is time to 
reexamine the criterion for dues-exempt status. It is fortunate that 
many members are living longer, more vigorous lives and continuing 
in active practice, but a significant number of members are reaching 
dues-exempt status now, and this number will increase in the future 
because members are joining at a younger age. District branches are 
particularly affected, and this also has an impact on the national 
income. In the past, both the Assembly and the Board have agreed 
that national dues should be increased by relatively small increments 
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each year rather than by periodic larger increases. For the most part, 
national dues have approximately kept pace with the inflation rate in 
the national economy, but other internal and external factors be- 
yond APA’s control affect the need for dues income. 

In November 1989, after a dues increase approved by the Board in 
September, an Assembly action paper recommended that APA freeze 
member dues at the 1990 level for 1 year while the budgeting process 
is restructured. The Constitutional and Assembly membership com- 
mittees discussed the paper with the authors and developed an al- 
ternative proposal, for establishing an ad hoc committee to conduct 
an intensive, rapid study of many related issues. In December 1989, 
the Board established the Ad Hoc Committee on Membership and 
Fiscal Policies, which includes representation from the Board and 
Assembly. The committee is studying a wide range of past and cur- 
rent membership data and is making projections for the future; a 
senior staff consultant with expertise in fiscal and actuarial matters 
was hired to assist the committee. 

Discussions in various settings, including the Assembly, have sug- 
gested amending the APA Constitution and Bylaws to uncouple Life 
status from dues; this ultimately would require a vote by the mem- 
bership. Ways to honor members who have reached Life status could 
be developed. More difficult issues include development of appro- 
priate modifications to the dues structure and a transition plan; 
dues-exempt status might be available only to members aged 65 or 
older, and graduated dues for younger members might be initiated. 
The ad hoc committee is making recommendations to the Assembly 
in May and to the Board in June. 

A preliminary report of the Joint Board and Assembly Ad Hoc 
Committee on Membership and Fiscal Policies indicated that total 
APA membership will grow more slowly in the next 10-25 years. 
APA will be getting fewer members from residents’ ranks, and the 
number of older members is increasing. We need to think of raising 
dues more modestly; currently both national and district branch 
dues are moving considerably ahead of inflation. These high dues 
may be causing defections. The district branches are the member- 
ship, the life blood of APA, and need to participate in “dues reform.” 
We await the final report of this committee with interest; it may have 
found a way to accomplish both relief from dues and legitimate 
increases. For example, a formula may be devised to hold increases 
to or near the rate of inflation. 


Member Benefits 


The APA professional liability insurance program is highly valued 
by many members and continues to be well subscribed. The May 1, 
1990, renewal is in progress, and there are no rate increases in any 
area and rate decreases in many of them. The process for renewal has 
been improved over the past 2 years; applications are preprinted and 
letters of explanation accompany the necessary legally worded no- 
tices of renewal or expiration. While the program continues to be 
comprehensive and competitive, the APA Board Committee on In- 
surance, the Risk Management Committee on the APA Insurance 
Trust, and the board of directors of the Psychiatrists’ Mutual Insur- 
ance Company continue to look for ways to improve the coverages 
and to make this program even more valuable to the membership. 

In response to requests for additional insurance and on the rec- 
ommendation of the Board Committee on Insurance, in March 1990 
the Board authorized offering excess coverage to holders of APA- 
sponsored professional liability insurance (except in New York be- 
cause of that state’s requirements). Also in March, the Board autho- 
rized offering a medical defense policy to members who have APA 
professional liability insurance or who receive coverage through 
their institutions and do not purchase liability coverage on the gen- 
eral market. 

The legal consultation plan offered to APA members continues to 
be very well received, and participation has increased 13% over last 
year. The APA Committee on Special Benefit Programs also offers a 
risk management seminar, “Law in the Practice of Psychiatry,” and 
this fall will implement a “Career Choices in Psychiatry” seminar 
designed for residents. A membership retirement plan was approved 
by the Board of Trustees in March; when contractual arrangements 
are complete, the plan will be publicized to the entire membership. 
The Committee on Special Benefit Programs is developing new pro- 
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grams for the consideration of the Board, which include Member 
Communications Plus (discounted facsimile machines, cellular tele- 
phones, and other office equipment), a vacation travel program, and 
new seminars to meet the changing needs of psychiatrists. 

After months of consideration and planning, the APA Committee 
on Member Life, Accident, and Health Insurance recommended re- 
structuring the APA medical insurance plan; this change was ap- 
proved by the Board in December 1989 and implemented on Jan. 1, 
1990. The new plan offers protection from catastrophic medical 
expenses. The long-term disability plan was improved and was effec- 
tive Feb. 1, 1990. The maximum benefit on the plans with 90-day 
and 180-day waiting periods was raised from $5,000 to $7,500. 

Professional Risk Management Services, Inc. (PRMS) is the pro- 
fessional management company for APA’s professional liability in- 
surance program, as well as other member benefit programs. APA 
was one of the original investors in PRMS but sold its holdings in 
PRMS this year. APA continues to control the APA Insurance Trust, 
Psychiatrists’ Mutual Insurance Company, and the Risk Manage- 
ment Committee on the APA Insurance Trust and to contract with 
PRMS for services. 


Quality Assurance 


The Ad Hoc Committee to Evaluate Quality Assurance Activities 
reported to the Board in June, September, and December 1989. This 
committee, with representation from the Board and Assembly, was 
charged to assess the current state of quality assurance activities in 
psychiatry and APA’s efforts in this arena and to develop a series of 
proposals and actions relative to APA’s future efforts. While APA 
was involved in negotiations for a new CHAMPUS contract for 
utilization review and case management for military personnel and 
their dependents, it was necessary to hold some of the Board’s dis- 
cussions in executive session. Appropriate actions were reported af- 
ter each Board meeting, and full reports were made to the member- 
ship and the Assembly once APA learned that another organization 
had been awarded the CHAMPUS contract. Another ad hoc com- 
mittee was appointed to assist the Medical Director and staff in 
closing down all of APA’s commercial utilization review projects. 
APA remained dedicated to helping members deal with the transition 
of the CHAMPUS contract and helping staff in the Office of Quality 
Assurance obtain other positions. These ad hoc committees were 
discharged with appreciation in March 1990. 

Given these changes, the Board recognized that APA would need 
a component on quality assurance activities with a focus and set of 
responsibilities very different from those assumed by the current 
committee. In March 1990, the Board voted to discharge, at the 
close of the 1990 APA annual meeting, the current committee and to 
establish a new committee. The Council on Economic Affairs was as- 
signed responsibility for developing a charge for the new committee. 


Government Affairs 


The Joint Commission on Government Relations and the Division 
of Government Relations sponsor a biennial state or federal legisla- 
tive institute. In early February, the 1990 State Legislative Seminar 
was held in Dana Point, Calif. Attracting the largest audience ever, 
the seminar was attended by over 130 members and staff from more 
than 60 district branches. In addition to timely panel discussions on 
such important issues as Oregon’s health care rationing plan, psy- 
chologists’ prescribing and hospital admission privileges, and utili- 
zation review, the seminar included keynote addresses by state and 
federal legislative leaders from across the country. Among them were 
John L. Martin, Speaker of the Maine House of Representatives and 
incoming president of the influential National Conference of State 
Legislatures; Paul “Bud” Burke, state senator from Kansas; Tarky 
Lombardi, Chairman, New York Senate Finance Committee; and 
U.S. Senator Pete Wilson from California. A highlight of the seminar 
was the presentation of the Jacob K. Javits Public Service Award to 
North Carolina state senator Kenneth Royall, Jr., for his 20 years of 
legislative leadership and commitment to mental health. Senator Jav- 
its’s widow, Ms. Marian Javits, and his daughter, Ms. Carla Javits, 
participated in the award presentation. 

The Board took a number of actions with respect to the Kennedy- 
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Waxman legislation on minimum health insurance benefits. As orig- 
inally introduced, this bill specifically excluded coverage for patients 
with mental disorders, but the bill was amended in the Senate Labor 
and Human Resources Committee. The amended legislation in- 
cluded a mental health benefit essentially comparable to most states’ 
psychotherapy benefits (i.e., 20 outpatient visits at $0% copayment 
and 45 days of inpatient care per year) without regard to self-insur- 
ance exemptions and limited impact on small group coverage. The 
amended legislation also included nondiscriminatory psychiatric 
medical management of patients. The actions of the Board repre- 
sented the discussion and concern within the Association about the 
various limitations of the bill and the potential impact on states that 
have higher levels of mandated coverage than provided by the bill. 
This legislation was reintroduced in the 10 1st Congress and reported 
out of the Labor and Human Resources Committee as previously 
described; it awaits Senate floor action. There has been no compa- 
rable movement in the House of Representatives, where it awaits 
further hearings. Since the introduction of the Kennedy-Waxman 
bill, legislation dealing with national or universal health insurance 
has been introduced. A small work group with representation from 
the Board and Assembly and the Joint Commission on Government 
Relations will report to the Board in June with recommendations as 
to how APA should address national or universal health insurance in 
the future. 

I will briefly highlight some of the many successful lobbying ac- 
tivities APA conducted during the first session of the 101st Congress. 
Last year we achieved the first major change in Medicare’s psychi- 
atric benefit in 22 years: in essence, a quadrupling of the psycho- 
therapy benefit to $2,200 with a 50% patient copayment and a 
nondiscriminatory medication management cap with a 20% copay- 
ment. Since then, Medicare’s discriminatory dollar limitation for 
outpatient mental health services was eliminated entirely, thus pro- 
viding a nondiscriminatory mental health benefit. Also, APA was 
successful in amending legislation that would allow direct reim- 
bursement of psychologists and social workers under Medicare; the 
amendment requires consultation with a physician about potential 
medical problems. Despite continued federal budgetary deficits, APA 
was again successful in obtaining significant increases in the research 
budget for the National Institute of Mental Health (NIMH) and 
other institutes under the Alcohol, Drug Abuse, and Mental Health 
Administration (ADAMHA), obtaining an increase higher than the 
inflation rate in each of the past 2 years. In both fiscal years, the 
percentage increases exceeded those of the National Institutes of 
Health, and the fiscal year 1990 increase obtained by NIMH was the 
highest ever. 

The Corporation for the Advancement of Psychiatry’s political 
action committee (CAP/PAC) has been playing a key role by sup- 
porting House and Senate incumbents and challengers who are sym- 
pathetic to the concerns of psychiatry. Meetings were held with 
candidates who are running for the 24 open seats in the House and 
Senate to influence them and sensitize them to our concerns for the 
mentally ill. Since defeat of an incumbent is uncommon, CAP/PAC 
tends to support incumbents; however, we support a challenger if we 
feel that person will take a more active role in our efforts than the 
incumbent. To date, CAP/PAC has contributed to the campaigns of 
76 incumbents and four challengers. In 1989, CAP/PAC was in- 
volved in special elections that produced such winners as Congress- 
woman Jill Long (D-Ind.), Congressman Gary Condit (D-Calif.), 
and Congressman Gene Taylor (D-Miss.). 


Economic Affairs and Practice Issues 


Managed care. In December 1989, the Board established the Ad 
Hoc Committee on Managed Care Issues to delineate potential 
forms of assistance to district branches, members, and patients for 
coping with the demands of third-party reviewers and managed care 
programs. The committee has representation from the Board, As- 
sembly, and appropriate other components. In addition, the Board 
allocated up to $50,000 in the fiscal year 1990 budget to investigate 
legal issues involving managed care and to develop economic data on 
mental health and substance abuse services. 

The ad hoc committee met in January and February 1990 and 
identified a number of steps that can be taken rapidly, including 
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development of a central information clearinghouse and a network 
in the district branches to identify local problems and the strategies 
being used to resolve them. Model legislation has been developed; 
this model, together with background material, is being sent to the 
district branches and the Assembly to assist in their discussions of 
these issues. It is important for all of us to realize that managed care 
is here to stay and that we must learn how to use it to the best 
advantage for our patients. Some managed care systems are better 
than others, but a common goal is cost containment. There is a 
tenuous relationship between psychiatry as a profession and propri- 
etary organizations, but we will find ways to educate the leadership 
in the managed care industry about the efficacy of psychiatric treat- 
ment and to involve them in the work of APA components. 

Practice parameters. There is growing recognition that the psychi- 
atric profession must develop practice parameters and standards of 
care before others do so. The AMA has formed a partnership with 
the medical specialty societies to facilitate the development of prac- 
tice parameters. APA continues to participate in this partnership. 
APA’s publication of Treatments of Psychiatric Disorders (1) and 
the new report of the Task Force on Electroconvulsive Therapy (2) 
have initiated the development of practice parameters for psychiatry. 
However, development of practice parameters is a long, complex, 
and expensive task. They need to reflect the state of the art and be 
acceptable to practitioners. Any APA process will be open, will be 
well documented, and will involve clinical practitioners. Although 
practice parameters are related to quality assurance standards, the 
two are separate and distinct. In March 1990, the Board established 
the Joint Board and Assembly Work Group on Practice Parameters 
to address these issues and make recommendations about APA’s role 
in the future. 

Codes and reimbursements and the relative value scale. The Work 
Group on Codes and Reimbursements and the Work Group on the 
Harvard Resource-Based Relative Value Scale (RBRVS) Study were 
very active over the past year and will continue to work together on 
overlapping issues. While the editorial board for the AMA’s Current 
Procedural Terminology, 4th edition (CPT-4) did not accept all of 
the codes and descriptors proposed by APA in 1989, the AMA did 
endorse some of them. CPT-4 includes 1) new codes for medical 
psychoanalysis and family medical psychotherapy (without the pa- 
tient), 2) a change in the wording for “pharmacologic management” 
so that it better describes psychiatric practice, 3) cross-references in 
the psychiatry section to three new or expanded entries for telephone 
consultation, and 4) some minor editorial changes. The editorial 
board delayed action on other recommendations for several reasons, 
including a perception that some of the revisions needed further 
study. Also, the AMA has unofficially endorsed some of APA’s pro- 
posed codes and descriptors, and they can be used in refining the 
earlier Harvard study. Five members of the Harvard study group 
also are members of APA’s work group. APA continues to press for 
a seat for a psychiatrist on the editorial board. 

There is inconsistency in the local implementation of the CPT 
codes for psychiatry by Medicare carriers. The U.S. Health Care 
Financing Administration does not issue nationwide regulations, so 
the states have great latitude in interpreting the national guidelines. 
For example, some states permit reimbursement for only one psy- 
chiatric procedure per day, while others allow several, as appropri- 
ate. The Assembly Executive Committee has been asked to look at 
ways to mobilize the Assembly and the district branches to gather 
information about local problems and the strategies being used to 
solve or ameliorate them, so data can be shared and the same strat- 
egies used elsewhere if desired. 

The work group on the RBRVS has continued to examine all 
forms of physician payment reform using an RBRVS. At the end of 
its last session, Congress passed legislation requiring Medicare to 
pay physicians on the basis of an RBRVS. Since psychiatry is cur- 
rently being resurveyed, the impact on psychiatry is still unknown. A 
subgroup composed of members from the RBRVS and coding work 
groups developed some potential levels of service for codes and vi- 
gnettes for the resurvey. In addition, the work group on the RBRVS 
has attempted to identify aspects of the RBRVS that need further 
refinement. The subgroup reviewed all of the comments from a num- 
ber of APA components and delineated critical aspects of patient 
care for inclusion in the vignettes. This review was well received by 
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the principal investigator for the Physician Payment Relative Value 
Study. 

Joint Commission on Accreditation of Healthcare Organizations 
(JCAHO). APA’s representative and staff have been participating 
actively with the JCAHO over the last year. In March 1990, Medical 
Director Dr. Melvin Sabshin reported that the JCAHO had agreed to 
some important changes in its methods for surveying psychiatric 
hospitals and in the composition and training of the surveyors. Also 
in March, the Board discussed standards for admission to a hospital. 
The Board voted that APA should recommend to the JCAHO that 
it require each hospital to have standards for admission, which 
would be written by the hospital and would be examined before ac- 
creditation. The Assembly is discussing this matter during the May 
meetings. 

Marketing manual for district branches. In December 1989, the 
Board approved a marketing manual as a resource for district 
branches; it is currently available from the Office of Economic Af- 
fairs. Each district branch received a complimentary copy early in 
January 1990. The manual contains information on developments in 
the health care industry and their impact on psychiatry, on market- 
ing research, and on marketing to employers, unions, and managed 
care organizations; it also contains a glossary of health care financ- 
ing terms. In addition, the manual provides a framework for initi- 
ating a marketing program (planning and budgeting, selecting target 
markets, determining a time frame, and developing a strategy). 

Through the Office of Economic Affairs, APA provides technical 
assistance related to health care financing, e.g., managed care and 
marketing, to district branches. This office continues to monitor and 
affect developments in the private health insurance industry. A meet- 
ing was held for representatives of the nation’s premiere benefits 
consulting firms and members of the APA leadership, and staff is 
surveying private insurers to ascertain their policies regarding denial 
of coverage for preexisting conditions. The data in The Coverage 
Catalog (3) were updated in 1989, and Economic Fact Book for 
Psychiatry (4) will be updated in 1990. 

A toll-free Medicare inquiry line is undergoing expansion and will 
become the Medicare/Managed Care/Utilization Review Informa- 
tion Service. In addition to answering immediate questions, the ser- 
vice will facilitate research, trend analysis, and dissemination of in- 
formation to specific sources. Additional information is provided by 
the Office of Economic Affairs in Eco-Facts, a quarterly newsletter 
on the economics of psychiatric practice, as well as by staff on an 
individual basis and at conferences. 


Resource Development 


The Board has established the “Fund for the Future—APA,” 
which allows special charitable initiatives that go beyond APA’s 
regular dues-supported programs. The Fund for the Future—APA is 
a key element of the overall strategic plan for APA fund-raising. Its 
features include a tribute program to promote recognition of col- 
leagues, friends, and others through contributions, as well as a newly 
created pooled income fund. The program is being publicized in 
Psychiatric News and district branch newsletters. As part of a pilot 
study, letters of solicitation were mailed in March 1990 to 353 
selected APA members. 


Ethics 


New procedures for handling complaints of unethical conduct 
were developed in concert with the Ethics Committee, the district 
branches, and the Assembly, and they were approved by the Board 
in June 1989 for implementation on Oct. 14, 1989. The new APA 
procedures include all of the procedures specified in the Health Care 
Quality Improvement Act of 1986. This act provides immunity for 
peer review actions if certain requirements are met. The Ethics Com- 
mittee held a workshop in November 1989 for chairpersons of dis- 
trict branch ethics committees and will continue to provide addi- 
tional educational material and seminars to assist the district 
branches with implementation of the new procedures. Also, the 
Board has allocated up to $50,000 in the 1990 budget for legal and 
staff assistance to the district branches. In March 1990, the Board 
asked the Assembly to review criteria for distribution of this finan- 
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cial aid to district branches, with the understanding that the criteria 
would be used administratively in the interim to respond to requests. 
While some have expressed concern that the new procedures will be 
more costly, the Ethics Committee believes they will be cost-effective 
in the long run, for instance, by avoiding defense costs associated 
with suits in the past. In addition to the activities of the Constitu- 
tional Ethics Committee, an Assembly task force is interacting with 
the district branches. 

In March 1988, the Board voted to indemnify district branches 
against legal expenses and/or damages not otherwise covered by 
insurance that are incurred in suits based on actions related to ethics 
complaints, under specified circumstances; in March 1990, the 
Board voted to extend this coverage to individual members of the 
district branches and their staffs for their ethics activities. 

The actions of the Board last year included changes in annotations 
regarding sexual involvement between faculty members or supervi- 
sors and trainees or students and an annotation on sexual involve- 
ment with one’s former patients. 


Judicial Affairs 


APA has been involved separately and with other organizations in 
a number of judicial cases during the past year. A wide range of 
issues have been addressed, including reproductive choice, restrictive 
disability standards for children as applied by the Social Security 
Administration, confidentiality of a patient’s psychiatric treatment 
records, and whether a mentally incompetent prisoner may be med- 
icated with psychotropic drugs to restore competency for execution. 
APA continues to await the outcome of an appeal in CAPP v. Rank, 
a California case concerning hospital admitting privileges for psy- 
chologists. The case was argued on April 9, 1990; a decision must 
follow within 90 days. [Shortly before press time APA learned that 
the appeal lost in a 4-3 vote. Ramifications of this decision and 
possible next steps will be thoroughly explored.] The Board ex- 
tended its deep appreciation to Paul Appelbaum, M.D., who has 
served as chairperson of APA’s Commission on Judicial Action since 
1984. 


Research 


In concert with the Assembly, the Board approved a position state- 
ment about the use of animals in research, and a number of APA 
components were involved in informing the public about the need to 
use animals in research. Ms. Frankie Trull, president of the Foun- 
dation for Biomedical Research, met with the Board in September 
1989 to discuss these important activities. The Council on Research 
and the Office of Research have been very active during the past 
year. 

The development of DSM-IV is an open process that provides 
many opportunities for comments and suggestions from a variety of 
sources. The Assembly is represented on the Task Force on DSM-IV 
and on the oversight components, including the Committee on Psy- 
chiatric Diagnosis and Assessment and the Council on Research. 
Work groups to address specific disorders have completed a search 
of the literature, and initial drafts of their reviews will be circulated 
to advisors for comment. Copies of the DSM-IV Update newsletter 
are circulated periodically to the Board, Assembly, components, and 
interested individuals. Anyone with comments or suggestions on any 
aspect of DSM-IV is encouraged to contact the APA Office of Re- 
search in Washington, D.C. 


AIDS 


In June 1989, APA cosponsored the AMA’s “International HIV 
Conference: Counseling, Testing, and Early Care,” which took place 
just before the Fifth International Conference on AIDS in Montreal. 
The Board has authorized APA’s participation as a cosponsor for the 
1990 AMA international HIV conference, to be held in San Fran- 
cisco on June 19, 1990, in conjunction with the Sixth International 
Conference on AIDS. 

As recommended by the Commission on AIDS, the Board ap- 
proved in September and the Assembly approved in November 1989 
the “Position Statement Opposing Mandatory Name Reporting of 
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HIV-Seropositive Individuals,” which was published in the April 
1990 issue of the American Journal of Psychiatry (5). In September 
1989, the Board authorized the commission to seek outside funding 
to produce and distribute the “AIDS Primer,” at no cost, to all 
residents in psychiatry, psychiatric residency training directors, and 
department chairpersons. When funds become available, Psychiatric 
News will announce the availability of the “AIDS Primer” and all 
district branches will be informed by mail. In September 1989, the 
Board authorized APA to contact the American Board of Psychiatry 
and Neurology (ABPN), the National Board of Examiners, the Ac- 
creditation Council for Graduate Medical Education, and the Resi- 
dency Review Committee for Psychiatry to request that they con- 
sider increasing HIV content in their psychiatry and behavioral 
sciences curricula and examinations. Letters were written to these 
organizations in October 1989. 


Homeless Mentally Ill 


In concert with other APA components, a task force was estab- 
lished to address the needs of this growing population. In March 
1990, the Board accepted an interim task force report, “General 
Directions for Public Policy in Behalf of the Mentally Ill Among the 
Homeless Population.” The statement was adopted for appropriate 
use by APA to further psychiatry’s involvement in relevant federal, 
state, and community activities. To assist members in their local 
activities, brochures can be obtained by writing to the APA Division 
of Public Affairs. APA is participating with the American Bar Asso- 
ciation in a project to assist the homeless mentally ill who also have 
legal problems. 


Public Affairs 


Over the past year, the Division of Public Affairs accelerated its 
efforts to bring positive messages about mental illness and psychiat- 
ric diagnosis and treatment to the attention of the general public, 
APA members, other mental health professionals, and other physi- 
cians, both at the national and local levels. Our activities are 
grouped under the banner of our multiyear “Let’s Talk About Men- 
tal Illness” campaign, which includes Mental Illness Awareness 
Week. This was the first year in which we developed and marketed 
the campaign as a 12-month activity. The purpose of the campaign 
is to raise public awareness of mental illness and the effectiveness of 
psychiatric diagnosis and treatment through a steady flow of public 
information, materials, and activities from many sources to many 
audiences over an extended period of time. We have, whenever fea- 
sible, linked all of our divisional activities to this campaign in order 
to coordinate our efforts, set priorities, and maintain our focus on 
the ultimate objective of increased public awareness. We believe that 
by taking this long-term approach we can best serve the public in- 
formation needs of psychiatry as a profession. The public image of 
the profession is inextricably tied to public perceptions of mental 
illness. 


International Activities 


In June and September 1989, the Board discussed recommenda- 
tions from the Council on International Affairs to prepare for the 
World Congress of Psychiatry, which was held Oct. 12—19, 1989, in 
Athens. During that meeting, the World Psychiatric Association 
(WPA) accepted new statutes and bylaws that created a new eight- 
member Executive Committee, to which two APA members were 
elected. New regulations also provide for meetings of the General 
Assembly every 3 years, rather than every 6 years. A slightly 
amended voting structure was adopted to give more voting power to 
the smaller organizations, and the Committee to Review Abuses of 
Psychiatry was strengthened. During the congress, there was consid- 
erable debate about the possible admission of the official Soviet 
psychiatric organization, the All Union Society of Psychiatrists and 
Narcologists of the USSR. Following public acknowledgment that 
previous political conditions in the U.S.S.R. created an environment 
in which psychiatric abuses occurred for nonmedical reasons, and 
promises to improve conditions in the future, the All Union Society 
was accepted into membership with the following condition: “A site 
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visit by the WPA Review Committee will be made in one year; if its 
report indicates that psychiatric abuse continues, a special session of 
the WPA General Assembly will be convened to consider suspension 
of the All Union Society.” 

In March 1990, Dr. Johannes Meyer-Lindenberg flew from Ger- 
many to discuss problems with the scheduling of the APA joint 
meeting with the German Society of Psychiatry and Nervous Dis- 
eases. He and Dr. Eric Plaut, chairperson of the APA Task Force to 
Plan the Joint Meeting in Germany in 1990, discussed several op- 
tions with the Board, including canceling the joint meeting or re- 
scheduling it for later in October 1990. After lengthy discussion, the 
Board voted to join the German Society of Psychiatry and Nervous 
Diseases in extending an apology to all people who had experienced 
hurt from the scheduling of the joint meeting during Yom Kippur 
and, further, voted to revise the meeting schedule so that no part of 
the program or associated travel time would occur during Yom 
Kippur. APA’s Office of International Affairs took steps immediately 
to publicize the change in dates and sites in Germany. 


Internal and External Liaison 


Internal communication with the district branches has become 
increasingly important. The district branches gather information 
about major economic issues and have considerable leadership and 
expertise to share with the national organization and with each 
other. Each fall and during the annual meeting, the district branch 
presidents-elect are convened to discuss mutual concerns and to 
learn how the national elected leaders and staff can assist them. 
Almost 60 of the 76 district branches have paid staff, whose wide 
range of expertise enhances local functioning and improves interac- 
tions with the national association. Many of these staff members 
attend the fall orientation and annual meetings. The forum “‘Direc- 
tions in Insurance Coverage for Psychiatric Services” was held for 
district branch presidents-elect and staffs in conjunction with the 
Assembly meeting in November 1989; the panelists were psychia- 
trists who held key positions in the insurance industry, who were 
involved in national health policy studies, or who were coping with 
managed care systems in a variety of settings, including private 
practice. 

Several district branches responded well to natural disasters, such 
as Hurricane Hugo and the San Francisco earthquake, and were 
assisted in a variety of ways by the Central Office staff. A new task 
force has been established to study the psychiatric implications of 
such disasters and to recommend mechanisms for providing finan- 
cial and other assistance. Also, the task force was asked to make 
recommendations about ways to honor and commend district 
branches and individuals for heroic efforts during disasters. 

There is a growing number of members who focus their practice in 
one or more areas, and some of them belong to related psychiatric 
organizations with special focuses. We are exploring ways to use the 
expertise of these members in the work of the Association and to 
give them a greater voice in policy development. Representatives 
from over a dozen allied organizations met with the Ad Hoc Com- 
mittee on Liaison Activities in September 1989 to discuss existing 
and potential avenues for access to APA and to identify services that 
APA could provide or sell to some of these organizations. 

The Ad Hoc Committee on Subspecialization has been studying 
ways in which individuals receive recognition for their special ex- 
pertise, and it has developed recommendations for criteria, proce- 
dures, and a governance structure by which APA could evaluate 
requests from groups seeking added qualifications beyond certifica- 
tion in general or child and adolescent psychiatry. The ad hoc com- 
mittee, after wide discussion in the Assembly and the councils and 
components, assisted the Board in making recommendations to the 
ABPN about added qualifications in geriatric psychiatry. The ABPN 
recently informed the APA Board that the first such examination is 
scheduled for April 1991. The ad hoc committee also had a prelim- 
inary discussion of the potential impact of accreditation of fellow- 
ship training programs on subspecialization, and it recommended 
that examination of this issue be part of a charge to a new compo- 
nent to replace the ad hoc committee. 

The Joint Reference Committee and the Assembly Executive Com- 
mittee held a second joint meeting in February 1990. Coping with 
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managed care systems and APA’s role in developing practice stand- 
ards were key in their discussions. 


Closing Remarks 


Of the many things happening in APA, I would like to highlight 
six. 

1. Economic issues. Our health care system is worrisome and in 
trouble. APA has terminated its formal review activities involving 
quality assurance. One advantage of this is that we are developing a 
number of other approaches to assist our members (such as an 800 
line), rather than placing ourselves at times in an adversarial position 
toward them. 

The development of practice parameters and standards of practice 
and care is a thoughtful and useful project. In this effort we are 
working with other organizations, such as the AMA. In fact, practice 
parameters will be shaped inside and outside APA. For example, the 
Board and Assembly work group and the Council on Research com- 
bine their efforts. 

The trouble with managed care is that it is not being directed by 
psychiatrists. Certainly many see managed care as a threat to our 
autonomy and effectiveness. Practice parameters may help here, e.g., 
to assure quality of care while others are preoccupied with cost- 
effectiveness (cost containment). Unfortunately, cost-effectiveness 
mostly means dollar reduction. As has been noted, we clinicians have 
to spend our time justifying care, rather than providing it. A new ad 
hoc committee on managed care issues has been established. It is 
likely that we need to reform managed care rather than obliterate it; 
it is probably here to stay. 

2. Ethical issues. I am delighted that Dr. Manuel Garcia developed 
a position statement on stigma as a political tactic. Very recently the 
Board and Assembly approved a statement denouncing the use and 
abuse of mental illness/emotional problems as a way of demeaning 
the opposition candidate in an election campaign. 

We have developed new ethics procedures and have streamlined 
old ones, which are tough but workable. We hope that these will 
provide some uniformity to the procedures while preserving flexi- 
bility. The ethics workshop was a big success. The Board has allo- 
cated up to $50,000 to provide legal and other assistance to district 
branches. 

3. Psychologists’ prescription and hospital privileges. The battle 
goes on, punctuated by appropriate negotiations. The Capp v. Rank 
decision will soon be made. [At press time it had been made, against 
the interests of APA. ] 

4. Social-political conscience. We have a task force for the home- 
less. There is a new council on addictions. We are thinking of how 
best to be helpful to Soviet psychiatry. Dr. Pardes has been an ac- 
tivist President, as his stand on, for instance, animal research testi- 
fies. He has confirmed that psychiatrists have much to offer in de- 
veloping, shaping, and challenging the social conscience of this 
country. 

5. Membership issues. The following are significant: 1) our mem- 
bership is aging, 2) we are losing members in the 30-39 age range, 
and 3) district branches must be part of a dues structure formula. 

6. Research alliance. This meeting is ample proof that Dr. Pardes’ 
theme for the year has been established, activated, and accom- 
plished. Dr. Pardes has presided over the decade of the brain, the 
birth of practice parameters, and outcomes research; we have seen 
significantly increased NIMH and ADAMHA budgets. We look for- 
ward to implementation of Dr. Benedek’s new theme: “Our Chil- 
dren: Our Future.” 

Thank you for the privilege and honor of serving as your Secretary 
for the past year. APA staff have been marvelous; let me especially 
thank Carol Davis, JoAnn MacBeth, Lea Mesner, and Elise Zuker- 
man for their unstinting, skillful, and loyal assistance. I look forward 
to working with you during the coming year. Every member of APA 
is welcome to attend any meeting of APA’s components, except 
meetings of the Ethics Committee and Ethics Appeals Board or when 
a component goes into executive session. Your strong support is 
deeply appreciated; your recommendations for consideration by the 
Board or other components are most welcome. 
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SUMMARY OF ACTIONS 


The actions of the Board of Trustees are grouped by topic, and the 
topics are arranged alphabetically. The date of each action is given 
in parentheses at the end of the action. 


ABPN 


1. Approved sending to the ABPN the following slate, in prefer- 
ential order, of candidates for psychiatry director on the ABPN: 
Leah J. Dickstein, M.D., Peter E. Tanguay, M.D., Kenneth Z. Alt- 
shuler, M.D., William T. McKinney, M.D., and Jerry M. Wiener, 
M.D. (Sept. 1989). 

2. Endorsed the recommendation of the ABPN that its policy be 
changed to allow residents in postgraduate year 4 to take part 1 of 
the certifying examination and recommended the following: a) that 
the examination be administered as late in the academic year as 
possible, b) that this policy be adopted as a trial for 5 years, and c) 
that the ABPN conduct a study at selected sites on the impact of this 
change (Dec. 1989). 

3. Authorized APA to write to the ABPN to express its concern 
about the absence of minority representation among ABPN directors 
and invite the senior psychiatrist and the executive vice-president of 
the ABPN, Dr. Stephen Scheiber, to meet with the APA Board of 
Trustees in March 1990 to discuss this issue; further, authorized Dr. 
Sabshin to express to Dr. Scheiber APA’s concerns and suggest that 
Dr. Scheiber meet with Dr. Melvin Sabshin, APA Medical Director, 
and Dr. Layton McCurdy, an ABPN director for psychiatry, to con- 
fer before the March Board meeting (Dec. 1989). 

4. Requested the ABPN to work with APA in developing models 
for a voluntary recertification program consistent with the APA po- 
sition statement on recertification (June 1989), 


Advocacy 


1. Authorized continuing the advocacy projects in the New Mex- 
ico and Washington, D.C., district branches with an additional 
$10,000 and $5,000, respectively, and authorized continuing the 
project in the Georgia district branch, with no new funding at this 
time; further, renewed the Ad Hoc Committee for the Pilot Advo- 
cacy Project for another year, requesting that it determine the out- 
come of the three pilot advocacy projects and provide specific crite- 
ria and an evaluation of the program to the Board before any 
expansion of the project (June 1989). 

2. Endorsed a policy stating that APA should vigorously support 
mental health consumer, family, and citizen groups and referred the 
statement to the Joint Reference Committee and the APA Auxiliary 
for study and a report (Dec. 1989). 


Aging 


1. Approved submission of the names of Drs. Lawrence Lazarus, 
Peter Rabins, Gabe Maletta, Andrew Leuchter, and Benjamin 
Liptzin to the ABPN for consideration for appointment to a com- 
mittee on geropsychiatry (June 1989). 

2. Authorized the Council on Aging and the Task Force on Mod- 
els of Practice in Geropsychiatry to seek outside funding (approxi- 
mately $3,500), following established procedures and working in 
conjunction with the Medical Director’s office, to supplement the 
task force’s current budget for developing information on models 
(March 1990), 


AIDS 


1. Authorized APA staff to explore with the AMA the possibility 
of removing APA’s name from the film “HIV Blood Test Counsel- 
ing” (Sept. 1989). 

2. Approved APA’s cosponsorship, at no cost to APA, of the 
second annual AMA HIV conference, focusing on counseling, test- 
ing, and early care and held on June 19, 1990, in San Francisco 
(March 1990). 

3. Authorized the APA to contact the ABPN, the National Board 
of Medical Examiners, the Accreditation Council for Graduate Med- 
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ical Education, and the Residency Review Committee for Psychiatry 
and request that they consider increasing HIV content in their psy- 
chiatry and behavioral sciences curricula and examinations (Sept. 
1989). 

4. Approved the “Position Statement Opposing Mandatory 
Name Reporting of HIV-Seropositive Individuals” (5), subject to the 
Assembly’s approval (Sept. 1989). 

5. Authorized the Commission on AIDS to seek outside funding 
to produce and distribute the “AIDS Primer,” at no cost, to all 
residents in psychiatry, psychiatric residency training directors, and 
department chairpersons, following established procedures and 
working in conjunction with the Medical Director’s office (Sept. 
1989). 


AMA 


1. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to approve cosponsorship of the AMA Na- 
tional Conference on the Prevention of Family Violence and Victim- 
ization, Oct. 5—7, 1989, in Chicago, at no cost to APA (May 1989). 

2. Endorsed resolution 12 of the AMA House of Delegates, 
adopted in June 1989, which calls on AMA to urge a) the Liaison 
Committee on Medical Education to amend the standards for ac- 
creditation of medical education programs leading to the medical 
degree, specifically, the part 2 standards regarding medical student 
admissions, to read, “In addition, there must be no discrimination 
on the basis of sex, age, race, creed, national origin, or sexual ori- 
entation” and b) the Accreditation Council for Graduate Medical 
Education to amend the general essentials of accredited residencies 
regarding eligibility and selection of residents to read, “There must 
be no discrimination on the basis of sex, age, race, creed, national 
origin, or sexual orientation” (Dec. 1989). 

3. Approved APA’s continued participation in the AMA/Specialty 
Society Practice Parameters Partnership and Forum and endorsed 
the mission statement (Dec. 1989). 


American Journal of Psychiatry 


1. Approved the appointment of Drs. Paul S. Appelbaum, Gary 
Jay Tucker, and George E. Vaillant to 4-year terms as Associate 
Editors of the American Journal of Psychiatry; their terms begin at 
the end of the 1990 APA annual meeting (March 1990). 


American Psychiatric Press, Inc. 


1. Reappointed Drs. Robert O. Pasnau and John A. Talbott each 
to a second 4-year term on the board of directors of the American 
Psychiatric Press, Inc. (May 1989). 


Annual Meeting 


1. Authorized bringing in house the writing, editorial manage- 
ment, and production of the Daily Bulletin, noting that responsibil- 
ity will rest with the Scientific Program Committee, working in con- 
junction with the Division of Public Affairs, but there will be no 
additional cost to APA (June 1989). 

2. Authorized the Council on Medical Education and Career De- 
velopment and its components to seek outside funding, following 
established procedures and working in conjunction with the Medical 
Director’s office, to support the following projects: a) a resource 
booth in the APA membership center at APA annual meetings for 
residents and medical students ($8,000 in the initial year and ap- 
proximately $5,000 in subsequent years), b) a medical student day at 
annual meetings with activities, a luncheon, and an exhibit (“Careers 
in Psychiatry”) that could be placed in the resource booth ($8,000 in 
the initial year and approximately $6,000 in subsequent years) (June 
1989). 

3. Directed the Council on Internal Organization to assume re- 
sponsibility (or to designate a subcomponent within the council) for 
implementing the antidiscrimination policy approved by the Board 
of Trustees in December 1988—organizations that discriminate in 
recruitment or employment on the basis of gender, race, religion, or 
sexual orientation will be prohibited from recruiting or offering em- 
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ployment in APA exhibit areas—with the understanding that this 
policy would be in effect for the 1990 APA annual meeting; further, 
voted “that the designated component will receive any allegations of 
such discrimination and, in consultation with Legal Counsel, shall 
determine whether the allegation is substantiated and that, if any 
employer fails to cooperate with the component’s effort to ascertain 
whether it discriminates, that failure shall be a sufficient basis for 
denying such employer the opportunity to recruit or offer employ- 
ment in APA exhibit areas”; also, voted that the recommendation of 
the designated component should come to the Board of Trustees for 
final action (June 1989). 

4. Approved the following policy statements with respect to re- 
cruitment efforts in APA exhibit areas: “(1) Any organization that 
wishes to conduct recruitment efforts in APA exhibit areas must 
agree that its policy is not to discriminate in recruitment or employ- 
ment on the basis of gender, race, religion, sexual orientation, or 
physical/mental disability (execution of a contract with the APA for 
such exhibit space represents that the exhibitor agrees to this policy); 
and (2) any complaint by an APA member, alleging that the orga- 
nization has an established policy of discriminating on the basis of 
gender, race, religion, sexual orientation, or physical/mental disabil- 
ity, will be investigated by the APA which, based on its findings, 
reserves the right not to contract for future exhibitor space with the 
exhibitor” (Sept. 1989). 

5. Approved the revised violations policy, to be included in the 
1990 APA exhibitor prospectus, presented by the Council on Inter- 
nal Organization (Sept. 1989). 

6. Approved including $10,000 in the 1990 annual meeting bud- 
get to fund a limited trial of sign-language interpreters for hearing- 
impaired APA members (Sept. 1989). 

7. Authorized the Assembly Committee of Representatives of Mi- 
nority/Underrepresented Groups to seek outside funding (up to 
$6,000), following established procedures and working in conjunc- 
tion with the Medical Director’s office, to support a reception during 
the APA annual meeting in New Orleans in 1991 (March 1990). 

8. Authorized the Assembly Committee of Representatives of Mi- 
nority/Underrepresented Groups to seek approximately $40,000 
from outside sources for a reception at the United Nations during the 
1990 APA annual meeting in New York City (June 1989). 

9. Authorized the Assembly Committee of Representatives of Mi- 
nority/Underrepresented Groups to seek outside funding (up to 
$6,000) to support a symposium at the 1990 annual meeting, fol- 
lowing established procedures and working in conjunction with the 
Medical Director’s office (Sept. 1989). 

10. Authorized the Committee of American Indian/Alaskan Na- 
tive Psychiatrists to seek outside funding, following established pro- 
cedures and working in conjunction with the Medical Director’s 
office, to support a component workshop at the 1990 APA annual 
meeting (travel expenses for invited speakers) (June 1989). 

11. Authorized the Task Force on Psychological Aspects of Nu- 
clear Issues to seek outside funding, following established proce- 
dures and working in conjunction with the Medical Director’s office, 
to support continued interviews with experts on nuclear arms con- 
trol issues (June 1989). 

12. Authorized the Committee on Occupational Psychiatry to 
seek outside funding, following established procedures and working 
in conjunction with the Medical Director’s office, to support a re- 
ception at the 1990 APA annual meeting for psychiatrists interested 
in occupational psychiatry (June 1989). 

13. Authorized the Committee on Private Practice to seek outside 
funding ($4,000—$6,000, depending on the size of the event) to 
support an invitational forum for private practitioners at the 1990 
annual meeting, following established procedures and working in 
conjunction with the Medical Director’s office (Dec. 1989). 

14. Approved Philadelphia as the site for the 1994 APA annual 
meeting, to be held on May 21-26, 1994, and voted to authorize the 
Office of Meetings and Exhibits Management, in conjunction with 
legal counsel, to enter into the contracts necessary to secure the 
commitment with appropriate legal recourse in the event of labor 
strikes or other disruptions that could delay construction of the 
necessary facilities (March 1990). 

15. Authorized the Committee on Women to seek $8,000 from 
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outside sources to continue its activity center at the 1990 APA an- 
nual meeting (June 1989). 


Awards 


1. Expanded the eligibility criteria for the Blanche F. Ittleson 
Award for Research in Child Psychiatry to allow consideration of 
psychiatrists whether or not they are Board certified or “Board eli- 
gible” as child psychiatrists, as long as their major research area has 
been child psychiatry; further, approved limiting candidates for this 
award to psychiatrists with works published in the past 5 years (June 
1989). 

2. Established the four-member Distinguished Service Awards 
Committee, which will collect and consider recommendations for 
nominees for (both individual and institutional) Distinguished Ser- 
vice Awards and recommend recipients to the Board of Trustees, 
with the understanding that the President-Elect will designate, with 
the concurrence of the President, the committee membership during 
his or her term in that office and that the committee may include 
members of the Board of Trustees and representatives of various 
components; and further, recommended that the new Distinguished 
Service Awards Committee during its first meeting review and con- 
sider refinement of the recommendations of the Long Range Plan- 
ning Committee (June 1989). 

3. Approved the following recipients for the 1990 Distinguished 
Service Awards: Gerald L. Klerman, M.D., Daniel X. Freedman, 
M.D., and the National Alliance for Research on Schizophrenia and 
Depression (Sept. 1989). 

4. Approved the procedures and criteria for the Distinguished 
Service Award (Sept. 1989). 

5. Authorized the Foundations’ Fund Prize Board for Research in 
Psychiatry to seek outside funding to increase the honorarium to 
$10,000, following established procedures and working in conjunc- 
tion with the Medical Director’s office (Dec. 1989). 

6. Established the Public Affairs Network Award (Dec. 1989). 

7. Approved revisions to several aspects of the District Branch 
Newsletter of the Year Award (Dec. 1989). 

8. Approved the principle that an award which is usually pre- 
sented to an individual may occasionally be presented to a group, 
when deemed appropriate by the relevant award board or compo- 
nent (June 1989). 

9. Asked staff to review the award process in general to identify 
problems and suggest changes and asked that this item be placed on 
the agenda of the Board’s June 1990 meeting (March 1990). 

10. Approved revisions to the conditions for the Robert T. Morse 
Writers Award and the Robert L. Robinson Award (Dec. 1989). 

11. Established the Nancy C.A. Roeske Certificate of Recognition 
for Excellence in Medical Student Education (June 1989). 

12. Approved publication, by Mead Johnson Pharmaceutical Di- 
vision, of a brochure on the Solomon Carter Fuller Award (Dec. 
1989). 

13. Established the Wisniewski Young Psychiatrist Award, with 
the proviso that the Wisniewski family and the Institute for Basic 
Research continue to raise funds for the award until a principal of 
$25,000 has been accumulated (Dec. 1989). 


Children and Adolescents 


1. Ratified the Executive Action taken by the Senior Vice-Presi- 
dent, Speaker, and Acting Medical Director to approve APA cospon- 
sorship of the Child Mental Health Conference held on June 8, 
1989, in Washington, D.C. (June 1989). 

2. Authorized the Committee on Family Violence and Sexual 
Abuse and the Council on Children, Adolescents, and Their Families 
to seek outside funding (approximately $8,000) in support of secre- 
tarial and editorial assistance with their book, Family Violence: A 
Clinical Guide, following established procedures and working in 
conjunction with the Medical Director’s office (Dec. 1989). 

3. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to approve the “Statement on Psychiatric Hos- 
pitalization of Adolescents” (June 1989). 

4. Voted to rescind the 1969 position statement on the use of 
drugs in schools (Dec. 1989). 
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Commendations 


1. Approved sending a letter from APA to express appreciation to 
the Minnesota American Legion and American Legion Auxiliary for 
their efforts to aid persons suffering from chronic mental illness and 
related diseases and their endowment of a brain research professor- 
ship (University of Minnesota) at the Minneapolis Veterans Affairs 
Medical Center (June 1989). 

2. Authorized sending a letter of commendation and appreciation 
to C. Everett Koop, M.D., for his outstanding efforts on behalf of the 
health and mental health of the American people during his tenure as 
Surgeon General (June 1989). 


Components 


1. Established the following components: Council on Addiction 
Psychiatry (June 1989); Board of Trustees—Ad Hoc Committee on 
the Annual Business Meeting and Forum (Dec. 1989), Ad Hoc Com- 
mittee on Managed Care Issues (Dec. 1989), Distinguished Service 
Awards Committee (June 1989) (revised charge, Sept. 1989); joint 
Board and Assembly—Joint Board and Assembly Work Group on 
Practice Parameters (March 1990), Joint Board and Assembly Ad 
Hoc Committee on Membership and Fiscal Policies (Dec. 1989); 
Council on Aging—Committee on Long Term Care and Treatment 
for the Elderly (Dec. 1989), Task Force on Models of Practice in 
Geropsychiatry (June 1989); Council on Children, Adolescents, and 
Their Families—Task Force on Day Care for Preschool Children 
(Dec. 1989); Council on Economic Affairs—Committee on Quality 
Assurance (new component members and new charge) (March 
1990), Committee on Managed Care (June 1989) (revised charge, 
March 1990); Council on International Affairs—Committee on In- 
ternational Education (Dec. 1989); Council on National Affairs— 
Corresponding Task Force on Psychiatric Dimensions of Disaster 
(Dec. 1989); Council on Psychiatric Services—Task Force on Family 
Systems and Family Therapy (Dec. 1989), Task Force on the Home- 
less Mentally Ill (June 1989), Committee on Psychiatric Services in 
Jails and Prisons (June 1989); Council on Research—Task Force on 
Neuropsychiatric Aspects of Traumatic Brain Injury (Dec. 1989), 
Committee on Research Training (June 1989). 

2. Renewed the following components: Ad Hoc Committee to 
Develop a Slate of Candidates for Election to the American Board of 
Psychiatry and Neurology, Ad Hoc Committee to Evaluate Quality 
Assurance Activities, Ad Hoc Committee on Hospitalization of Ad- 
olescents, Ad Hoc Committee on Liaison Activities, Ad Hoc Com- 
mittee on Legislation Affecting Quality of Care, Ad Hoc Committee 
for the Pilot Advocacy Project, Ad Hoc Committee to Revise Pro- 
cedures for Nominating the Member-in-Training Trustee-Elect, Ad 
Hoc Committee on Subspecialization (June 1989). 

3. Made the following changes to existing components: revised 
the charge to the APA Ethics Committee (March 1990); authorized 
the Resource Development Committee, which reports to the Budget 
Committee, to have liaison with the Board of Trustees and the dis- 
trict branches (Dec. 1989); authorized appointing the chairperson of 
the Committee to Coordinate the Functions of the H&CP Service, 
Journal, and Institute to the H&CP editorial board as an ex officio 
member (Dec. 1989); established duties for Assembly liaisons to 
APA components (June 1989); Board of Trustees—changed the 
Work Group on Codes and Reimbursements from a component of 
the Board of Trustees to a component within the Council on Eco- 
nomic Affairs, with the understanding that it would make timely 
reports to the Board and other components as needed (March 1990), 
revised the charge of the Executive Compensation Advisory Com- 
mittee (March 1990), adopted changes in the tenure, composition, 
and charge of the Long Range Planning Committee (Sept. 1989); 
Council on Economic Affairs—transferred the Committee on Occu- 
pational Psychiatry from the Council on National Affairs to the 
Council on Economic Affairs (Dec. 1989); Council on Medical Ed- 
ucation and Career Development—revised the charge of the Com- 
mittee on Continuing Education to incorporate the remaining func- 
tions of the Committee on Independent Study, which was discharged 
(Dec. 1989), changed the name of the Committee of Residents to the 
Committee of Residents and Fellows so that the name more accu- 
rately reflects the composition of the committee (Dec. 1989); Coun- 
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cil on National Affairs—transferred the Committee on Occupational 
Psychiatry from the Council on National Affairs to the Council on 
Economic Affairs (Dec. 1989); Council on Psychiatric Services— 
changed the name of the Committee on State Mental Health Systems 
to the Committee on State and Community Psychiatry Systems and 
adopted a revised charge (Dec. 1989), created a 3-year position of 
Special Consultant for the Psychiatric Placement Service on the 
H&CP Service Committee (Dec. 1989), established a consultant po- 
sition on the Committee on Psychiatric Services in the Military to 
permit representation of the Public Health Service (June 1989), 
changed the name of the Committee on Veterans Administration 
Affairs to the Committee on Veterans Affairs (June 1989); Council 
on Research—revised the charge to the Council on Research to in- 
clude responsibility for development, oversight, and implementation 
of procedures for dealing with and reporting possible misconduct in 
science, in accordance with the rules established under the Public 
Health Service Act (Dec. 1989), changed the name of the Task Force 
on Educational Activities for DSM-III-R to the Task Force on Edu- 
cational Activities for Diagnostic Systems (June 1989), revised the 
charge to the Committee on Biographical Directory and Related 
Research and changed its name to the Committee on the Biograph- 
ical Directory and Research on Psychiatric Professional Activities 
(June 1989). 

4. Discharged the following components: Board of Trustees—Ad 
Hoc Committee to Evaluate Quality Assurance Activities and the 
informal committee chaired by Dr. Robert Gibson that advised the 
Medical Director during the termination of the APA quality assur- 
ance program (March 1990), Ad Hoc Committee to Study the Com- 
position of the Board (Sept. 1989), Ad Hoc Committee on Conflicts 
of Interest (June 1989), Ad Hoc Committee on Guidelines for Ex- 
ecutive Sessions of the Board (June 1989), Ad Hoc Committee to 
Study Officers’ Meetings and Other Board Retreats (June 1989); 
Council on Economic Affairs—Committee on Quality Assurance 
(March 1990, to be effective at the close of the annual meeting in 
May 1990); Council on International Affairs—Task Force on Inter- 
national Education (Dec. 1989); Council on Psychiatric Services— 
Committee on Psychiatrist Leadership in Public Mental Health (Dec. 
1989), Task Force on Professional Practice Issues in Organized/ 
Managed Care Settings (Dec. 1989), Task Force on Psychiatric Serv- 
ices in Jails and Prisons (June 1989); Council on Medical Education 
and Career Development—Committee on Independent Study (Dec. 
1989); Council on Research—Task Force on Treatments of Psychi- 
atric Disorders (Dec. 1989). 


Economic Affairs 


1. Voted to continue the Work Group on Codes and Reimburse- 
ments with the goal of developing a new, comprehensive coding 
system for psychiatry; and voted to refer this matter to the Joint 
Reference Committee and the Work Group on Codes and Reim- 
bursements within the Council on Economic Affairs (Dec. 1989). 

2. Authorized APA to issue a statement in support of efforts by 
the California Psychiatric Association to defeat the proposed $200 
million cut in the California mental health budget and approved a 
statement for release to the news media (May 1989). 

3. Approved “A Marketing Manual for the District Branches” for 
distribution to the district branches and Assembly (Dec. 1989). 


Education 


1. Authorized the Medical Director to convey a message to the 
Council of Medical Specialty Societies for transmission to the Ac- 
creditation Council for Graduate Medical Education saying that the 
council’s general requirements were acceptable as revised (Sept. 
1989). 

2. Voted to end the Clearinghouse on Medical Student Electives 
and incorporate its contents into the “Directory of Psychiatric Res- 
idency Training Programs,” beginning with the 1992 edition (Dec. 
1989). 

3. Authorized development of a survey to poll a representative 
sample of members who have not been certified by the ABPN to find 
out how APA can assist them in becoming certified (June 1989). 

4. Authorized the Council on Medical Education and Career De- 
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velopment to seek outside funding (approximately $10,000), follow- 
ing established procedures and working in conjunction with the 
Medical Director’s office, to pay for the reprinting of 10,000 copies 
of “Psychiatric Residents as Teachers,” which is currently distrib- 
uted to training programs (June 1989). 

5. Approved the publication of the “Handbook for Directors of 
Psychiatric Residency Training Programs,” with the appropriate dis- 
claimer statements, as a joint project by APA and the American 
Association of Directors of Psychiatric Residency Training (March 
1990). 

6. Approved communicating to the Council of Medical Specialty 
Societies, for transmission to the Accreditation Council for Graduate 
Medical Education, the following wording on resident safety for 
inclusion in the council’s general requirements: “Procedures for as- 
suring resident safety which include, but are not limited to, provid- 
ing a weapon-free and safe environment, and adequate training in 
the identification and management of the violent patient” (Sept. 
1989). 

7. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to authorize APA’s submission of a request to 
the Pew Memorial Trusts for funding of the following activities 
related to collaboration between state mental health programs and 
academic departments of psychiatry: an ongoing staff office, consul- 
tation, information dissemination, networking, and an interorgani- 
zational consortium to determine priorities (May 1989). 

8. Authorized sending a letter to the Residency Review Commit- 
tee for Psychiatry encouraging it to consider accreditation of sub- 
specialty fellowship programs (Dec. 1989). 


Elections 


1. Authorized staff to destroy the ballots from the 1989 election 
immediately after the 1989 annual meeting (May 1989). 

2. Authorized the Elections Committee to continue to follow up 
on the small number of duplicate ballots mailed in the 1990 election 
and voted to use the Executive Action mechanism if any further 
action is necessary, with the understanding that all candidates for 
national office would be consulted and no decision would be taken 
without their consensus (March 1990). 

3. Ratified an Executive Action taken by the President, Speaker, 
and Medical Director to authorize APA staff to conduct a survey of 
APA voting members with the zip code prefix 981 to determine how 
many duplicate ballots were mailed (March 1990). 

4. Approved the following addition to section II.A.7. of the elec- 
tion guidelines: “Candidates will be asked to read APA’s Policy on 
Conflict of Interest and Disclosure Statements and to sign the dis- 
closure statement” (Sept. 1989). 

5. Approved revised procedures for nominating the Member-in- 
Training Trustee-Elect to allow nominations to be made in the same 
way as for other trustee positions and to add the requirement that 
the Member-in-Training Trustee-Elect not serve in any other resi- 
dent position (March 1990). 

6. On the basis of the mail ballot, certified the results of the 1989 
elections as reported by the Committee of Tellers (May 1989). 

7. Endorsed in principle a survey of voters who may have received 
duplicate ballots, as proposed by the Elections Committee, but asked 
that the questions be designed in conjunction with the Office of 
Research and that the placement of the survey be carefully consid- 
ered (Sept. 1989). 


Ethics 


1. Approved the following annotation to section 4 of “The Prin- 
ciples of Medical Ethics With Annotations Especially Applicable to 
Psychiatry”: “Sexual involvement between a faculty member or su- 
pervisor and a trainee or student, in those situations in which an 
abuse of power can occur, often takes advantage of inequalities in 
the working relationship and may be unethical because: a) any treat- 
ment of a patient being supervised may be deleteriously affected; b) 
it may damage the trust relationship between teacher and student; 
and c) teachers are important professional role models for their 
trainees and affect the trainees’ future professional behavior” (June 
1989). 
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2. Appropriated $50,000 in the 1990 APA budget to cover the 
cost of district branch ethics committees’ consultation of Onek, 
Klein & Farr for guidance regarding the implementation of the re- 
vised “Procedures for Handling Complaints of Unethical Conduct” 
(Sept. 1989). 

3. Extended the original indemnification of district branches 
against legal expenses and/or damages, not otherwise covered by 
insurance, incurred in suits based on actions related to ethics com- 
plaints to cover, under specified circumstances, individual members 
of the district branches and district branch staff for their ethics- 
related activities (March 1990). 

4. Ratified an Executive Action taken by the President, Speaker, 
and Medical Director to indemnify individual members of the Mary- 
land Psychiatric Society and its ethics committee who have been sued 
by an APA member because of an ethics case, extending the coverage 
provided by their own liability insurance or APA’s liability insurance 
(March 1990). 

5. Approved the request of the APA Ethics Committee that it be 
authorized to hold a workshop for chairpersons of district branch 
ethics committees and authorized spending $21,486 from the Board 
contingency fund for the workshop (June 1989). 

6. Approved a revised description of the APA Ethics Committee 
for publication in the next update of the “Operations Manual of the 
Board of Trustees” (March 1990). 

7. Approved the revised “Procedures for Handling Complaints of 
Unethical Conduct,” which took effect on Oct. 14, 1989, with the 
understanding that a companion document would be developed 
(June 1989), 


Fiscal Issues 


1. Approved a 10% increase for all member dues categories for 
the 1990 fiscal year; approved in principle the remainder of the 
budget as recommended by the Budget Committee and postponed 
final approval until December 1989, after fine tuning of the budget; 
and approved merit pay increases for staff averaging 5.5% and an 
increase for inflation of 5.2% for nonsalary budget items (Sept. 
1989). 

2. Approved an across-the-board 1% reduction from 1989 levels 
for component and department budgets and major reductions in 
travel expenses for all departments; approved a 1990 APA budget of 
$23,959,231 (Dec. 1989 and March 1990). 

3. Approved the establishment of an APA checking account at the 
Manufacturers Hanover Trust of New York for cash and checking 
operations at the 1990 annual meeting (March 1990). 

4. Approved a resolution enabling APA to maintain and use an 
account at Bear, Stearns, and Company, Inc. (Dec. 1989). 

5. Approved the corporate resolution relative to the execution of 
any and all documents required to reestablish APA’s line of credit 
with the National Bank of Washington, which provides a maximum 
borrowing level of $4 million (June 1989). 

6. Allocated $5,250 from the Board contingency fund, with the 
understanding that the Joint Reference Committee would contribute 
an equal amount from its new component fund, to support the 
following newly established components for the remainder of 1989: 
Ad Hoc Committee on Managed Care ($4,000), Task Force on the 
Homeless Mentally Ill ($2,500), and the Committee on Research 
Training ($4,000) (June 1989). 

7. Allocated $13,000 for a feasibility study regarding the costs 
and benefits of psychotherapy (Dec. 1989). 

8. Allocated $7,500 from the 1990 Board of Trustees contin- 
gency fund to support three new components: Task Force on Day 
Care for Preschool Children ($2,500), Task Force on Family Systems 
and Family Therapy ($3,000), and Task Force on Neuropsychiatric 
Aspects of Traumatic Brain Injury ($2,000) (Dec. 1989). 

9. Allocated $10,000 from the 1989 Board contingency fund for 
APA membership in the National Council of State Legislatures and 
in the American Legislative Exchange Council; voted to allocate 
$5,000 from the 1990 Board contingency fund for APA membership 
in the Council of State Governments (Dec. 1989). 

10. Clarified that, as passed by the Board in December 1988, the 
one-time dues amnesty applies only to members who rejoin during 
1990 and who owe dues for years before 1988 (Dec. 1989). 
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11. Approved interim guidelines for resource development as pre- 
sented to the Board in March 1989 and as amended by the Resource 
Development Committee (June 1989). 

12. Approved in principle the strategic plan for organization of 
the Office of Resource Development (Dec. 1989). 

13. Approved the following mission statement for use in fund- 
raising activities: “The APA is committed to the need for a broad- 
based fundraising initiative among members, corporations, founda- 
tions and the lay public. These funds will advance the prevention, 
diagnosis and treatment of mental illness. They will support projects 
in research and public education, innovative service programs and 
other special purposes” (Dec. 1989). 

14. Approved the name “Fund for the Future—APA” as the um- 
brella designation for APA’s fund-raising programs (Dec. 1989). 

15. Approved the implementation of the Tribute Fund, which 
will provide a convenient method of giving gifts or commemorations 
(Dec. 1989). 

16. Authorized in principle the development of specific plans for 
an annual giving program and a comprehensive planned giving pro- 
gram, details of which will be presented at a future Board of Trustees 
meeting (Dec. 1989). 

17. Authorized the Resource Development Committee to ap- 
proach Life Members and Life Fellows for contributions to inaugu- 
rate the Fund for the Future—APA (Dec. 1989). 

18. Adopted the APA pension plan as presented to the Board 
during the June 1989 meeting and authorized the Medical Director 
to take such actions as are necessary to implement this resolution 
(June 1989). 

19. Approved the following resolution relative to contracts for 
the guaranteed long-term account of the 401(k) plan: ‘‘(1) that the 
Guaranteed Long Term Account of the American Psychiatric Asso- 
ciation Retirement Savings Plan continue to be invested in guaran- 
teed investment contracts (GICs) or similar contracts issued by life 
insurance companies; (2) that all such contracts should be issued by 
life insurance companies with assets exceeding one billion dollars 
which have a Best’s Rating of A+; (3) that the Association instruct 
its benefits consultant, Grubbs & Company, to seek and analyze 
proposals for such contracts, taking into account the length of the 
guarantee period, the guaranteed rates of return, contract provi- 
sions, and other relevant considerations; and (4) that the Medical 
Director or his delegate be authorized to direct the Trustee of the 
Plan to enter such contracts as he deems appropriate for funding the 
Plan, subject to approval by Legal Counsel” (Dec. 1989). 

20. Approved the following resolution relative to implementation 
of the APA pension plan: “(1) that the proposed American Psychi- 
atric Association Pension Plan be adopted; (2) that the Association 
enter the proposed Trust Agreement with Sovran Bank, N.A., as 
Trustee of the above plan; and (3) that the Medical Director or his 
delegate be authorized to take such steps as are necessary to imple- 
ment the above, including adopting any amendments to the Plan 
documents required by the Internal Revenue Service for approval of 
the plan” (Dec. 1989). 


Get Well Wishes 


1. Voted to send best wishes and flowers from the Board of Trust- 
ees to Dr. Robert Campbell during his convalescence from surgery 
(Dec. 1989). 

2. Voted to send best wishes from the Board to Dr. William Webb 
during his convalescence and treatment at the Mayo Clinic (Dec. 
1989), 

3. Authorized Dr. Sabshin to send a communication on behalf of 
the Board of Trustees to Dr. Pete Wellborn, expressing the best 
wishes of the members of the Board during his illness (Sept. 1989). 


Governance 


1. Approved an amendment to chapter 1.12 of the Bylaws for 
reading at the 1990 annual meeting and for placement on the 1991 
ballot; this amendment would extend the option of Corresponding 
Membership to psychiatrists living in Mexico, Central America, and 
the Caribbean (Dec. 1989). 

2. Approved amendments to chapter 1.4(a), chapter 2.1 and 2.2, 
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and chapter 8.6 of the Bylaws for reading to the membership at the 
1990 annual meeting and for placement on the 1991 ballot; these 
amendments would exempt medical students from the dual mem- 
bership requirement and from yearly dues, so they would pay only a 
one-time fee when they join (Dec. 1989). 

3. Approved amendments to chapter 1 paragraphs 4(b) and 5 of 
the Bylaws for reading to the membership at the 1990 annual meet- 
ing and for placement on the 1991 ballot; these amendments would 
abolish the category of Associate Membership (March 1990). 

4. Requested that the Committee on Constitution and Bylaws 
continue to actively examine the Constitution and Bylaws, bringing 
them into conformity with current practice whenever necessary 
(Dec. 1989). 

5. Approved the “Statement of the Mission, Goals and Objectives 
of the American Psychiatric Association” as revised (Sept. 1989). 

6. Endorsed a set of duties for Assembly liaisons (June 1989). 

7. Established a Board liaison position on the Resource Develop- 
ment Committee, with the understanding that it would be a voting 
position and that the decision to appoint such a liaison would be at 
the discretion of the President (Dec. 1989). 

8. Approved the report of the Ad Hoc Committee on Conflicts of 
Interest and requested the Medical Director to implement the rec- 
ommendations concerning its distribution and requirements for 
signing disclosure statements by APA officials, members of and con- 
sultants to APA components, and APA staff; further, discharged the 
Ad Hoc Committee on Conflicts of Interest with an expression of 
appreciation (June 1989). 

9. Supported the concept of integration of special psychiatric pro- 
fessional identities into APA and referred back to the Long Range 
Planning Committee a number of governance issues, requesting the 
committee to develop options for the Board’s consideration (June 
1989). 

10. Approved a waiver of current policy to permit Dr. Donald 
Fidler to serve an additional year (through May 1991) as chairper- 
son of the Subcommittee on Video (Dec. 1989). 

11. Approved a waiver of current policy to permit Dr. Harvey 
Bluestone to serve an additional year (through May 1991) as chair- 
person of the Committee on Member Life, Accident and Health 
Insurance (March 1990). 

12. Voted to implement, insofar as possible, the intent of the Area 
VI action paper which proposes that APA continue to be concerned 
about the environmental impact of the day-to-day operations of the 
APA Central Office and that it find ways to recycle paper used at 
meetings and develop other mechanisms to conserve paper (Dec. 
1989). 


Homeless Mentally IIl 


1. Authorized the Task Force on the Homeless Mentally Ill to 
pursue liaison with the American Bar Association’s homelessness 
project, at no cost to APA (March 1990). 

2. Accepted the statement “General Directions for Public Policy 
in Behalf of the Mentally Ill Among the Homeless Population” as an 
interim task force report for appropriate use by APA to further 
psychiatry’s involvement in relevant federal, state, and community 
activities, with the understanding that the statement will be reviewed 
by the Council on Psychiatric Services and the Joint Reference Com- 
mittee and, if changes are made, will be returned to the Board for 
subsequent approval (March 1990). 


Hospital and Community Psychiatry 


1. Approved appointment of the following to the H&CP editorial 
board for one 4-year term each: Drs. Steven M. Mirin and Jose M. 
Santiago (May 1989), Dr. James H. Shore (Dec. 1989), and Drs. 
Carl Bell, Mary Jane England, and Miles F. Shore (March 1990); 
approved Dr. Robert O. Friedel’s reappointment to a second 4-year 
term on the He&CP editorial board (Dec. 1989). 

2. Authorized increased fees for the 1990 H&CP Institute (Dec. 
1989). 
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Insurance Programs 


1. Approved in principle adding a medical defense plan to APA’s 
professional liability insurance program; obtaining, if possible, a 
second bid; and, if feasible, offering the plan to members insured 
through their institutions (Dec. 1989). 

2. Authorized offering the MEDEFENSE policy from Calvert In- 
surance to members holding APA professional liability insurance 
and those who receive coverage through their institutions and do not 
purchase liability coverage on the general market (March 1990). 

3. Authorized a 40% increase in the premiums of the APA major 
medical health insurance program, effective Aug. 1, 1989, with the 
understanding that within the next few months members would be 
offered the new health insurance program that was authorized by the 
Board in March 1989 (June 1989). 

4. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director a) to authorize Treasurer Dr. Alan Levenson, 
on behalf of the American Psychiatric Association Insurance Trust, 
to execute a nonnegotiable demand note in the amount of 
$4,000,000 in favor of the American Psychiatric Association Risk 
Retention Group and b) to authorize the execution of a related 
indemnification and assumption agreement, pursuant to which Psy- 
chiatrists’ Mutual Insurance Company, Inc., assumed all obligations 
of the trust under the note in question and by which Psychiatrists’ 
Mutual fully indemnified the trust and held it harmless for all actions 
taken in connection with the note (May 1989). 

5. Approved requiring that all members of the Board Committee 
on Insurance, the board of Psychiatrists’ Mutual Insurance Com- 
pany, and the Risk Management Committee on the APA Insurance 
Trust sign agreements of confidentiality and noncompetition and 
agree not to testify in malpractice suits involving insured APA mem- 
bers, with the understanding that such agreements are to be reviewed 
and approved by legal counsel (March 1990). 

6. Authorized offering to holders of APA-sponsored professional 
liability insurance (except those in New York State, because of state 
requirements) an excess coverage of $1 million per incident over the 
$1 million per incident coverage (which is now the highest level sold) 
through Union America (a subsidiary of Continental Insurance) 
(March 1990). 

7. In executive session, upheld the decision of Professional Risk 
Management Services, Inc. (PRMS) to deny a member’s request for 
reimbursement for expenses that are not covered under the insurance 
agreement (Sept. 1989). 

8. Authorized the Medical Director and legal counsel to enter into 
good faith negotiations with the Galtney Group, Inc., for the dispo- 
sition of APA’s common preferred stock interests in PRMS at the 
price presented in the Galtney Group letter of Nov. 28, 1989, with 
the understanding that the final decision regarding price and other 
terms of the transaction are to be made by Executive Action before 
the closing; further, instructed the Medical Director and legal coun- 
sel to assure that APA receive certain rights and assurances in the 
agreements related to the sale (Dec. 1989). 

9. Ratified the Executive Action to complete the sale of APA’s 
interest in PRMS; ratified the actions taken by Dr. Levenson as 
director of PRMS in consummating the sale; approved Dr. Leven- 
son’s appointment as an APA representative to PRMS, now that it is 
a subsidiary of the Galtney Group, and as a nonvoting (advisory) 
director of PRMS after the sale; and indemnified Dr. Levenson for 
his actions as a voting and nonvoting member of the board of PRMS 
(March 1990). 


International Affairs 


1. Approved cosponsorship with the Pacific Rim College of Psy- 
chiatrists of the Second International Symposium on Psychiatric Re- 
search in Asia, to be held in Hawaii in February 1992, and autho- 
rized the Committee of Asian-American Psychiatrists to seek outside 
funding (approximately $25,000) to support the symposium, fol- 
lowing established procedures and working in conjunction with the 
Medical Director’s office (Dec. 1989). 

2. Waived the restriction on the timing of international meetings 
and approved APA’s exploration of the possibility of having a joint 
meeting with the Caribbean Psychiatric Association and/or the Cen- 
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tral America and Panama Psychiatric Society immediately after the 
annual meeting in New Orleans in 1991 (Dec. 1989). 

3. Approved the dates Sept. 30—Oct. 1, 1990, for a joint meeting 
with the German Society of Psychiatry and Nervous Diseases in 
Bonn (June 1989), 

4. Extended the apology of the APA Board of Trustees and the 
apology expressed by the German Society of Psychiatry and Nervous 
Diseases to all people who have experienced hurt from the schedul- 
ing of the joint meeting between APA and the German society during 
Yom Kippur; revised the meeting schedule so that no part of the 
program or the need for travel occurs during Yom Kippur (the joint 
meeting will begin on Oct. 1, 1990, and the satellite symposia in 
Mainz will be followed by satellite symposia in Mannheim/Heidel- 
berg on Oct. 24 and an Oct. 4-5 session in Munich; the plenary 
sessions will be held on Oct. 6-7, 1990, in Bad Kissingen) (March 
1990). 

S. Authorized the Council on International Affairs and its Task 
Force on International Education to seek funding from the Interna- 
tional Medical Students Program to support part-time positions for 
work by APA connected with that program; approved, in principle, 
the hiring of a psychiatrist, one-fifth time, and an APA staff person, 
one-half time, to administer the consultancy to the International 
Medical Students Program (June 1989). 

6. Authorized APA’s submission of the new Operational Instru- 
ment for the WPA Review Committee as a formal resolution for vote 
in October 1989 by the WPA General Assembly; further, authorized 
APA’s delegate to attempt to bring this resolution before the General 
Assembly before any discussion or vote on the readmission of the All 
Union Society of Psychiatrists and Narcologists of the USSR and 
voted to empower APA’s delegate and leadership to negotiate as 
events proceed (June 1989). 

7. Allocated $3,000 from the Board contingency fund to pay the 
registration fee and partial expenses of the APA delegate to the WPA 
General Assembly meeting in Athens during October 1989 (June 
1989). 

8. Voted to view with favor the positions of the Royal College of 
Psychiatrists and the German Society of Psychiatry and Nervous 
Diseases with respect to the admittance into the WPA of the All 
Union Society of Psychiatrists and Narcologists of the USSR and 
asserted that APA would retain the flexibility to submit an independ- 
ent resolution, such as recommending continuation of ad hoc mem- 
bership to the All Union Society; further, authorized use of the Ex- 
ecutive Action mechanism in a final decision before the deadline for 
submission of resolutions to the WPA (early September 1989) (June 
1989). 

9. Endorsed the following principle concerning changes in the 
WPA voting structure: “The APA will seek a voting structure that 
respects larger societies for their significant membership but that 
protects smaller societies by giving them a vote that is dispropor- 
tionate to the actual membership size” (June 1989). 

10. Approved the recommended amendment to the WPA statutes 
and bylaws related to the Committee to Review Abuses of Psychiatry 
and voted to submit the resolution to the WPA for vote at the 
General Assembly meeting in October 1989 (Sept. 1989). 

11. Approved amendments, as recommended by the Council on 
International Affairs, to the resolutions submitted by APA to the 
WPA regarding the admission into the WPA of the All Union Society 
of Psychiatrists and Narcologists of the USSR (Sept. 1989). 


JCAHO 


1. Endorsed the concept that APA write a letter to the JCAHO 
recommending that it require hospitals to have standards for admis- 
sions and that it examine these standards during the process of 
hospital accreditation; further, recommended that this concept be 
considered by the Assembly in May 1990 and that, if the Assembly 
agrees, the letter be sent (March 1990). 

2. Endorsed a resolution asserting the importance of effective 
medical leadership for the proper management of hospital organi- 
zations and delineating specific actions, including encouraging the 
AMA Section Council on Psychiatry and the district branches to 
contact the JCAHO and its board of commissioners, to advocate 
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continuation of the requirement for medical staff organization in 
state hospitals (Dec. 1989). 

3. Reaffirmed the principles by which standards for psychiatric 
facilities are developed, reaffirmed APA’s commitment to state hos- 
pital systems, and endorsed APA’s continued involvement in activi- 
ties that support public sector practice (Sept. 1989). 


Judicial Activities 


1. Ratified the Executive Action taken by the President, Speaker, 
and Acting Medical Director to authorize APA to join other profes- 
sional health care associations in filing a brief in William L. Webster 
v. Reproductive Health Services (May 1989). 

2. Authorized APA to join the American College of Obstetricians 
and Gynecologists’ amicus brief in the Supreme Court cases Hodg- 
son v. Minnesota and Akron Center for Reproductive Health v. 
Slaby, which concern abortion rights for minors (Sept. 1989). 

3. Authorized APA to join one of the amicus curiae briefs filed in 
the Supreme Court by the AMA and the American College of Ob- 
stetricians and Gynecologists in Ragsdale v. Turnock, which oppose 
the Illinois restrictions on locations in which abortions may be per- 
formed, with the understanding that the decision as to which brief 
best reflects APA’s position would be made by the chairperson of the 
Commission on Judicial Action (Sept. 1989). 

4. Approved payment of $5,000 to the American College of Ob- 
stetricians and Gynecologists for preparation of the briefs filed in the 
abortion cases before the U.S. Supreme Court (Dec. 1989). 

5. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to authorize APA, along with the California 
Psychiatric Association and the Hawaii Psychiatric Society, to file a 
brief in the U.S. Supreme Court in the case Doe v. United States, 
which addresses confidentiality of a patient’s psychiatric treatment 
records (Sept. 1989). 

6. Approved payment of $1,000, on a matching basis, to the 
Indiana Psychiatric Society for preparation of the amicus brief filed 
by that district branch in the Indiana Court of Appeals in the case In 
the Matter of C.P. (Dec. 1989). 

7. Authorized payment of $5,000, on a matching basis, to the 
Massachusetts Psychiatric Society for preparation of its amicus brief 
in Rotman v. Mirin (Dec. 1989). 

8. Ratified an Executive Action taken by the President, Speaker, 
and Medical Director to authorize APA to file an amicus brief in 
Walter Harper v. the State of Washington, concerning a prisoner 
who refused treatment (May 1989). 

9. Approved “Right to Refuse Medication” as a resource docu- 
ment for distribution to the district branches (Dec. 1989). 

10. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to authorize APA, along with the AMA, to file 
an amicus curiae brief in the U.S. Court of Appeals for the Third 
Circuit in Wilkerson v. Sullivan, involving the disability criteria ap- 
plied by the Social Security Administration to people suffering from 
alcoholism (Dec. 1989). 

11. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to authorize APA to join a consortium of 
mental health organizations in filing an amicus brief in the U.S. 
Supreme Court for Zebley v. Bowen, a case challenging the restric- 
tive disability standards for children currently being applied by the 
Social Security Administration (Sept. 1989). 

12. Authorized APA to file an amicus brief in the U.S. Supreme 
Court in Perry v. Louisiana, a case addressing the issue of whether 
a mentally incompetent prisoner may be medicated with psychotro- 
pic drugs to restore him to competency so that he may be executed 
(March 1990). 


Legislation 


1. Voted to take the following position: “We are in favor of 
nondiscriminatory reimbursement in handling mental health bene- 
fits; we applaud anyone who makes an improvement in the mental 
health benefits; and we recognize that in the course of political de- 
velopments the persons closest to the situation have to make strate- 
gic moves in response to each hurdle on the path to nondiscrimina- 
tion” (March 1990). 
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2. Adopted the following resolution: ‘“‘Cut-backs in funding and 
the trend of demedicalization in the public sector are against the 
interests of mental patients” (Dec. 1989). 

3. Voted to indicate support, through the Joint Commission on 
Government Relations, for the principles outlined in the report of 
the President’s Quadrennial Commission on Pay and voted to con- 
tinue to lobby for the designation of psychiatry as a scarce specialty 
within the VA system (Dec. 1989). 


Liaison Activities 


1. Authorized the Ad Hoc Committee on Liaison Activities to 
continue to convene meetings of internal APA liaisons and represen- 
tatives from related psychiatric organizations and authorized the 
committee to continue efforts to strengthen APA liaison with other 
organizations (June 1989). 

2. Endorsed the concept of developing task forces, or finding cre- 
ative alternative ways, to formalize APA’s liaison with groups that 
relate to the Council on Children, Adolescents, and Their Families, 
the Council on Medical Education and Career Development, the 
Council on Psychiatric Services, and the Council on Research (Dec. 
1989). 


Logo 


1. Voted to change the APA logo to include “M.D.” after Ben- 
jamin Rush’s name, in preparation for APA’s sesquicentennial in 
1994 (March 1990). 


Managed Care 


1. Approved the Managed Care and Utilization Review Informa- 
tion Line (an 800 number) within the Office of Economics for im- 
mediate response to members’ needs, with the understanding that 
funding and staff are to be provided in the 1990 budget (March 
1990). 

2. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director allowing the reallocation of funds to develop 
economic data on mental health and substance abuse services 
(March 1990). 

3. Approved the “Guidelines for Psychiatric Practice in the Staff 
Model HMOs” (June 1989). 

4. Approved revisions to the charge of the Committee on Man- 
aged Care to encourage its implementation by the September 1990 
components meetings (March 1990). 

5. Approved a public relations strategy for managed care, which 
would include the production of a ““Managed Care Survival Manu- 
al” for members and a series of media-related activities, including 
preparation of news releases and a fact kit on economic issues for the 
media (March 1990). 


Member Benefits 


1. Voted to postpone signing a contract with Raymond James 
Financial, Inc., and Grande Financial Services, Inc., for financial 
services for APA members (authorized by the Board in December 
1988); further, voted to place on the June 1989 agenda of the Board 
a discussion of the pilot project, requesting legal counsel to analyze 
the situation and present recommendations (May 1989). 

2. Voted to postpone further discussion of the financial planning 
services pilot project until September 1989 and referred the issue of 
contracting for financial planning services for APA members back to 
the Committee on Special Benefits, indicating that the Board is dis- 
inclined to go forward with the current proposal or similar ones, 
unless persuaded otherwise (June 1989). 

3. Authorized offering to APA members the retirement fund pro- 
gram offered through Grande Financial Services as described in the 
proposal given to the Board, subject to the approval of the necessary 
legal agreements by APA legal counsel (March 1990). 

4. Ratified an Executive Action taken by the President, Speaker, 
and Medical Director to change vendors from First Service Member 
Travel to Vantage Travel for the existing APA member travel pro- 
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gram (which was approved by the Board in March 1987) (March 
1990). 


Membership 


1. Advanced 204 members from General Member to Fellow and 
three members from Life Member to Life Fellow; deferred advance- 
ment of 34 members from General Member to Fellow (Dec. 1989). 

2. Approved three applications for General Member-at-Large 
and approved one application for advancement from Associate 
Member-at-Large to General Member-at-Large (Dec. 1989). 

3. Approved 29 applications for Corresponding Member, ap- 
proved three nominations for advancement from Corresponding 
Member to Corresponding Fellow, and approved the nominations of 
eight nonmembers for Corresponding Fellow (Dec. 1989). 

4. Approved election of Dr. Felice Lieh-Mak to Corresponding 
Fellow (March 1990). 

5. As recommended by the Committee on Membership, approved 
the waiver, reduction, or refund of APA dues or transfer to Inactive 
status for 265 members, denied Inactive status or waiver or refund 
of APA dues to 53 members, and authorized other special member- 
ship processing actions for four members (June and Dec. 1989). 

6. Voted to expel Dr. James Petroske from APA and from the 
Oregon Psychiatric Association for violating section 2, annotation 1, 
of “The Principles of Medical Ethics With Annotations Especially 
Applicable to Psychiatry”; also, voted to expel Dr. Jeffrey Moran 
from APA and the Orange County Psychiatric Society for violating 
sections 1, 2, and 3 of “The Principles of Medical Ethics With An- 
notations Especially Applicable to Psychiatry” (June 1989). 

7. Expelled Dr. Marvin Ziporyn from APA and from the Illinois 
Psychiatric Society for noncompliance with the terms of his suspen- 
sion and for violation of section 1, annotation 1, of “The Principles 
of Medical Ethics With Annotations Especially Applicable to Psy- 
chiatry (March 1990). 

8. Approved abolishing the category of Associate Member, with 
the understanding that the 295 members currently holding this sta- 
tus be permitted to retain it but that no new applicants would be 
accepted for this category; further, referred this action to the Com- 
mittee on Constitution and Bylaws for its recommendations on ap- 
propriate Constitutional changes (Dec. 1989). 

9. Approved the following ethics-related guidelines for inclusion 
in the membership section of the “Operations Manual of the Board 
of Trustees”: “‘(1) an ethics investigation will not affect a member’s 
eligibility to transfer to Life status prior to resolution of the inves- 
tigation; (2) if a member fails to pay APA membership dues while an 
ethics investigation is being conducted, the member’s district branch 
may request that the dropping action be delayed pending resolution 
of the ethics investigation (a written request must be submitted by 
the district branch to the APA Office of Membership); and (3) if a 
district branch submits a Fellowship nomination to the APA Com- 
mittee on Membership while there are ethical issues pending, the 
Committee will disregard any information concerning these matters, 
other than a formal request from the district branch to withdraw the 
nomination” (Dec. 1989). 

10. Approved revising the operations manual to state that the 
situations of members who transfer to Inactive status will be re- 
viewed every 5 years to determine if continuation in that category is 
appropriate (Dec. 1989). 

11. Approved revising the operations manual to establish a time 
limit for dropping from APA membership Members-in-Training 
who fail to advance to General Member within 1 year (Dec. 1989). 

12. Authorized dropping from APA membership as of Oct. 1, 
1989, three members who were in arrears for 1987 dues (Sept. 
1989). 

13. Authorized dropping from APA membership 463 members 
whose dues were in arrears for 1988; further, authorized adminis- 
trative reinstatement for those who returned to good standing in 
APA by Jan. 31, 1990, and who were also in good standing in their 
district branches (Dec. 1989). 

14. Authorized dropping from APA membership as of March 1, 
1990, two members who were in arrears for 1988 APA dues (March 
1990). 

15. Authorized dropping from APA membership 193 members 
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who had been dropped or resigned from their district branches; 
further, authorized administrative reinstatement of those who re- 
turned to good standing in their district branches and who were also 
in good standing in APA (June, Sept., and Dec. 1989 and March 
1990). 


National Issues 


1. Authorized the Committee of American Indian/Alaskan Native 
Psychiatrists to seek outside funding, following established proce- 
dures and working in conjunction with the Medical Director’s office, 
to support travel for continued monitoring, in conjunction with the 
Joint Commission on Government Relations, of the mental health 
services available to Native Americans (June 1989). 

2. Authorized the Committee on Psychological Aspects of Nu- 
clear Issues to seek outside funding, following established proce- 
dures and working in conjunction with the Medical Director’s office, 
to support a symposium and reception at the 1990 APA annual 
meeting for those interested in the topic (June 1989). 

3. Established the five-member, 3-year Corresponding Task Force 
on Psychiatric Dimensions of Disaster within the Council on Na- 
tional Affairs (Dec. 1989). 

4. Voted that there should be a component within APA (either an 
existing Or new component) charged with studying universal/na- 
tional health insurance and that a small working group of Drs. 
Edward Hanin, John McGrath, and Herbert Sacks will study various 
models, including Dr. Sacks’s proposals and the action papers com- 
ing to the May 1990 Assembly meeting on this issue; further, this 
small working group will bring recommendations to the June Board 
meeting, including realistic cost estimates and proposed staffing for 
the component (March 1990). 


NIMH 


1. Agreed to communicate to NIMH the Assembly’s concern 
about possible discrimination in funding of consumer group appli- 
cants, to ask NIMH to monitor funding practices as much as pos- 
sible to determine whether there is discrimination against psychiatry 
or other professional groups in such funding, and to discourage such 
discriminatory funding whenever and wherever it occurs (Dec. 
1989). 

2. Authorized APA’s participation in the Mental Health Leader- 
ship Forum and endorsed the following goals of the forum: “(1) to 
establish mental illness as one of the Nation’s central and pressing 
health care responsibilities; (2) to raise the national health care pri- 
ority of the mental illnesses to a level commensurate with their wide 
prevalence and the suffering and disability they cause; and (3) to 
galvanize a major national research and service effort to largely 
conquer the mental illnesses by the year 2000” (Dec. 1989). 

3. Approved APA’s recommendation to NIMH that meaningful 
psychiatrist input be required in the central office of mental health 
authorities in each state and that this requirement be enforced 
through implementation of the public law (Dec. 1989). 


Practice Parameters 


1. Supported the concept of developing acceptable practice pa- 
rameters for psychiatric care and authorized APA to work with other 
appropriate organizations (e.g., the AMA) in the development of 
practice parameters, with appropriate consultation with legal coun- 
sel; further, voted that the Assembly and the Board would periodi- 
cally review the clinical practice parameters as they are developed, 
before final approval (Dec. 1989). 

2. Endorsed a memorandum of agreement that would enable the 
AMA, through collaboration with the AMA/Specialty Society Prac- 
tice Parameters Partnership and Forum, to engage the Academic 
Medical Center Consortium and Rand Corporation in an advisory 
capacity to facilitate development of practice parameters by the na- 
tional medical specialty societies, with the understanding that the 
letter acknowledging the agreement will be approved by means of 
Executive Action (March 1990). 

3. Established the Joint Board and Assembly Work Group on 
Practice Parameters to address issues and make recommendations 
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with respect to how the Association can develop practice parameters 
(March 1990). 


Psychiatric Services 


1. After appropriate consultation with legal counsel, endorsed the 
following recommended minimum essential services to be provided 
in community mental health programs when faced with severe bud- 
getary constraints: 1) diagnosis, referral, and consultation to com- 
munity care givers, 2) 24-hour crisis intervention, including protec- 
tive inpatient care when necessary, 3) continuity of treatment in a 
continuum of residential and social/vocational alternatives for seri- 
ously mentally ill adults and seriously emotionally disturbed chil- 
dren, and 4) adequate medical/psychiatric services to ensure proper 
treatment of all mentally ill patients, especially those who suffer 
from serious mental illness (June 1989). 

2. Authorized the Committee on Occupational Psychiatry to seek 
outside funding, following established procedures and working in 
conjunction with the Medical Director’s office, to support the ad- 
ministrative costs of preparing a curriculum on occupational psychi- 
atry and to enable continuation of special meetings between APA 
leaders and corporate representatives (June 1989). 

3. Authorized the APA Office of Research to work with the Com- 
mittee on the Practice of Psychotherapy to assess the feasibility of a 
pilot study on the comprehensive cost-benefits of psychotherapy 
(Dec. 1989). 

4. Authorized APA to continue, through the Joint Commission on 
Government Relations, lobbying strongly against programs for pre- 
scription of medication by nonphysicians and voted to encourage the 
AMA and its political action committee to assist with this lobbying 
effort (Dec. 1989). 

5. Authorized APA to inform appropriate individuals in the U.S. 
Department of Defense that, regarding psychiatric services in the 
military, the position of the APA leadership is “to ensure that med- 
ical differential diagnoses and treatment planning are required for 
appropriate patients and patient populations and that hospital ad- 
mitting privileges and prescription-writing privileges are granted 
only to those who have appropriate medical education, orientation, 
training and experience” (June 1989). 

6. Approved the “Guidelines Regarding Psychiatrists’ Signa- 
tures” (6) as revised, and authorized dissemination and publication 
of the revised version of these guidelines (June 1989). 

7. Authorized the Committee on State and Community Psychia- 
try Systems to seek outside funding of a public psychiatry newsletter, 
following established procedures and working in conjunction with 
the Medical Director’s office (Dec. 1989). 

8. Encouraged the U.S. Department of Veterans Affairs (VA) and 
Congress to actively improve recruitment and retention of psychia- 
trists within the VA (June 1989). 

9. Endorsed a proposal that, in addition to its current fellowship 
program, the VA develop 50 new fellowship positions in geriatrics, 
with special emphasis on geriatric psychiatry (June 1989). 

10. Voted to indicate support, through the Joint Commission on 
Government Relations, for the retention of professional (physician) 
administrators in the VA central office (Dec. 1989). 


Public Affairs 


1. Endorsed the resolution of the APA Auxiliary, as approved at 
the meeting of the Auxiliary’s Executive Council and as amended by 
the Assembly, calling on the officials of APA “‘to establish programs 
designed to educate and enlighten the citizenry of our country re- 
garding mental illness and the unique role of psychiatric physicians 
in the diagnosis and treatment of mental illness, and...to seek 
collaboration with the AMA on these matters” (June 1989). 

2. Authorized APA to work with the Institute of the Pennsylvania 
Hospital to develop and cosponsor a 1-day symposium addressing 
stigma, patient care, and public policy as part of the institute’s cel- 
ebration of its 150th year of operation, beginning in January 1991 
(Dec. 1989). 

3. Authorized the Joint Commission on Public Affairs to enter 
into an agreement with Martin Publishing, Inc., permitting use of the 
APA logo on a patient newsletter subscribed to by psychiatrists, with 
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the understanding that APA has complete editorial control, that the 
Joint Commission on Public Affairs and Division of Public Affairs 
would serve as an editorial panel, that the newsletter would include 
only enough blank space for printing the psychiatrist’s name, that 
the only cost to APA would be for labels for an initial mailing to 
introduce the service to members, and that the agreement could be 
terminated by either party with appropriate notice (March 1990). 

4. Approved the position statement “Use of Stigma as a Political 
Tactic” (March 1990). 


Quality Assurance 


1. Reaffirmed the action taken by the Board in June 1989 to 
continue pursuit of the CHAMPUS contract and authorized use of 
the Executive Action mechanism to initiate procedures for termina- 
tion of APA’s commercial utilization review projects and to sell its 
assets if CHAMPUS awarded the contract to another bidder (Sept. 
1989). 

2. Discharged the Ad Hoc Committee to Evaluate Quality Assur- 
ance Activities and the informal committee chaired by Dr. Robert 
Gibson that advised the Medical Director during the termination of 
the APA quality assurance program, with an expression of appreci- 
ation to the members serving on these committees (March 1990). 

3. Authorized establishment, in May 1990, of the Committee on 
Quality Assurance within the Council on Economic Affairs; it will 
have five to seven members, and its charge is to be refined by the 
Council on Economic Affairs in consultation with others so that the 
committee can incorporate overlapping aspects of the Association’s 
efforts regarding managed care (March 1990). 

4. Discharged the Committee on Quality Assurance, effective at 
the close of the annual meeting, with a strong expression of appre- 
ciation to its members, who served many years and devoted much 
time and attention to APA’s programs (March 1990). 

5. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to authorize the Medical Director to initiate 
termination of APA’s commercial utilization review projects (Dec. 
1989). 


RBRVS 


1. Allocated $15,000 in additional funds from the 1989 Board 
contingency fund to enable the Work Group on the Harvard Re- 
source-Based Relative Value Scale Study to hire consultants to fully 
analyze the legislative proposals now before Congress (Sept. 1989). 

2. Voted to state to the work group on the RBRVS study that the 
Board finds the issues with which the work group is dealing of 
considerable moment and, on decisions of consequence, the Board 
would like the work group to consult, when feasible, with the Board 
or its Executive Action group (i.e., the President, Speaker, and Med- 
ical Director) (Dec. 1989). 

3. Ratified the Executive Action taken by the President, Speaker, 
and Medical Director to approve the letter of Feb. 27, 1990, sent 
from Dr. Donald Scherl, chairperson of the Work Group on the 
Harvard Resource-Based Relative Value Scale Study, to Dr. William 
Hsiao, principal investigator of the Physician Payment Relative 
Value Study (March 1990). 


Religion and Psychiatry 


1. Approved and authorized publication of “Guidelines Regard- 
ing Possible Conflict Between Psychiatrists’ Religious Commitments 
and Psychiatric Practice” (7) (Dec. 1989). 


Research 


1. Authorized the Office of Research, following established pro- 
cedures and working in conjunction with the Medical Director’s 
office, to accept $25,000 for a 12-month professional services con- 
tract from the National Institute on Alcohol Abuse and Alcoholism 
under which APA would provide statistical summaries of character- 
istics of psychiatrists who treat alcohol-related problems and of the 
patient populations under their care (March 1990). 
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2. Approved as APA policy the concepts expressed in “Statement 
on Use of Animals in Research” (Sept. 1989). 

3. Authorized distribution of “Statement on Use of Animals in 
Research” to the entire membership, with a cover letter stating the 
importance of animal research, and allocated approximately $3,500 
from the Board contingency fund to supplement Council of Research 
funds for this mailing (Sept. 1989). 

4. Approved the full task force report on benzodiazepine depen- 
dence, toxicity, and abuse as an APA task force report (June 1989). 

5. Adopted the “Policy for Release of APA Professional Activities 
Survey (PAS) Research Data” (June 1989). 

6. Authorized the Council of Research and the Task Force on 
DSM-IV to receive, through the Office of Research, funding from the 
John D. and Catherine T. MacArthur Foundation and NIMH for 
DSM-IV field trials, following established procedures and working 
in conjunction with the Medical Director’s office (Sept. 1989). 

7. Approved the report of the Task Force on Electroconvulsive 
Therapy (ECT) for publication as an APA task force report (2), with 
changes to the section on ECT for children and with additional 
references (Dec. 1989). 

8. Authorized the Office of Research to seek outside funding from 
the van Ameringen Foundation, Inc., for its research activities, fol- 
lowing established procedures and working in conjunction with the 
Medical Director’s office (June 1989). 

9. Ratified the Executive Action taken by the President, Speaker, 
and Acting Medical Director to authorize the Office of Research to 
accept a professional services contract from the NIMH Division of 
Biometry and Applied Sciences, Biometric and Clinical Applications 
Branch, to organize a meeting on mental health services research to 
be held during the 1990 APA annual meeting (Sept. 1989). 

10. Ratified the Executive Action taken by the President, Speaker, 
and Acting Medical Director to authorize the Office of Research to 
accept a professional services contract from the NIMH Division of 
Biometry and Applied Sciences, Biometric and Clinical Applications 
Branch, to analyze current data from the Professional Activities Sur- 
vey and to provide statistical summaries of characteristics of the 
patient populations under treatment by U.S. psychiatrists (Sept. 
1989). 

11. Authorized the Office of Research to participate in a joint 
Harvard-APA analysis of data from the Professional Activities Sur- 
vey, to be funded by a supplement to an existing NIMH-funded R01 
grant to Harvard University; further, authorized the Office of Re- 
search to receive $29,667 for its participation in the project, follow- 
ing established procedures and working in conjunction with the 
Medical Director’s office (March 1990). 

12. Ratified the Executive Action taken by the President, Speaker, 
and Acting Medical Director to authorize receipt of $5,000 from 
ADAMHA to support an expanded mailing of the Psychiatric Re- 
search Report (Sept. 1989). 

13. Ratified the Executive Action taken by the President, Speaker, 
and Acting Medical Director to authorize the APA Offices of Re- 
search and Psychiatric Services to submit a bid to NIMH for a 
contract to develop a resource manual addressing clinical issues at- 
tendant to psychopharmacologic treatments for mental illness from 
the perspective of the treatment professional (Sept. 1989). 

14. Authorized the Committee on Research Training, following 
established procedures and working in conjunction with the Medical 
Director’s office, to seek outside funding of a conference to promote 
training programs for psychiatrist-researchers and to facilitate com- 
munication among trainees, trainers, researchers, and administra- 
tors (Dec. 1989). 


Telephone Access 


1. Endorsed establishment of free-to-user telephone access to 
APA offices for members of the Assembly and components, after 
staff has conducted a feasibility study and explored all appropriate 
options (June 1989). 

2. Approved the Managed Care and Utilization Review Informa- 
tion Line (an 800 number) within the Office of Economics for im- 
mediate response to members’ needs, with the understanding that 
funding and staff are to be provided in the 1990 budget (March 
1990). 
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Report of the Treasurer 


Alan I. Levenson, M.D. 


General 


This report is prepared from audited figures for the fiscal year that 
ended Dec. 31, 1989. The data presented also appear in the auditor’s 
annual report. 

Table 1 is a statement of our financial condition, taken from the 
independent auditor’s report, and table 2 presents functional reve- 
nues and costs. These will provide the membership with the infor- 
mation needed to assess the operation and financial condition of the 
Association. 


Fiscal Status as of Dec. 31, 1989 


During 1989, APA’s general fund operations continued their 
strong programmatic and fiscal performance. General fund opera- 
tions in 1989 resulted in income of $24,726,542 and expenses of 
$23,925,330, for a surplus from operations of $801,212. Of this 
amount, $300,000 had been included in the 1989 budget for debt 
reduction. The remaining $501,212 represents surplus beyond that 
called for in the operating budget. 

In 1989 the Association was unsuccessful in its attempt to secure 
a new and expanded CHAMPUS contract for peer review services 
and in efforts to establish a commercial peer review program. APA 
realized a loss during the year amounting to $2,215,279 in conjunc- 
tion with the termination of these quality assurance activities. When 
the strong performance of APA’s general fund operations is com- 
bined with the loss from quality assurance activities, the resulting 
deficit from total 1989 operations amounts to $1,414,067. 

Services for members. APA’s most important function is service to 
its members. Our membership increased from 25,345 at the end of 
1979 to 36,208 at the end of 1989, for an average net gain of over 
1,000 members per year. The overall increase in the last 10 years was 
42.9%, but this growth rate is not equally distributed among the 
various categories of membership: the number of Members-in- 
Training (residents) has grown by 284%, General/Associate Mem- 
bers and Fellows have increased by 15%, and members granted Life 
status (dues-exempt) have increased by 86%. The enrollment and 
continuing membership of medical students and residents have 
important implications for the future growth and strength of the 
Association. 

APA began enrolling Medical Student Members in 1984. Since 
then, membership in that category has grown from 208 to 739, and 
it now accounts for 2% of the total membership. Medical students 
are becoming an important source of new Members-in-Training: 
103 medical students were advanced to this status in 1987, 136 in 
1988, and 148 in 1989. 
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There are currently 5,848 Members-in-Training, representing 
16.1% of the membership. Residents are fast becoming the most 
important source of new General Members; while the number of 
new General Members each year tends to remain stable, the propor- 
tion of those who become General Members by advancement has 
grown significantly, from 56% of new General Members in 1984 to 
78% in 1989. For example, 820 Members-in-Training were ad- 
vanced in 1987, 922 in 1988, and 1,070 in 1989. 

Our increased membership, our strong financial base, and the 
increasingly complex problems and opportunities facing our profes- 
sion have led to expanded services for APA members. This growth in 
services has been primarily in the areas of government relations, 
public affairs, education, Office of Membership Services activities, 
economic affairs, and research. 

Net worth. The Association’s stated net worth has increased from 
approximately $4 million in the mid-1970s to approximately $9.7 
million today ($9,697,336). This stated figure is extremely conserv- 
ative, since it does not include the estimated increase in the value of 
the 1400 K Street property, which APA purchased in 1980. If this 
estimated increase in land value were to be included as part of APA’s 
stated net worth, the figures would stand at about four and one-half 
times our net worth in the mid-1970s. Even with the impact of 
inflation, the increase in the Association’s net worth is particularly 
impressive over the past few years: from $7,486,501 in 1984 to 
$9,697,336 in 1989, despite a deficit from 1989 operations. 

Debt reduction. During 1985 APA negotiated an excellent loan 
package with the National Bank of Washington and has since rene- 
gotiated even more favorable terms. Highlights of the loan package 
as it is currently configured are as follows: 

1. Term loan—$1,500,000 at y4% over the prime rate. As of Dec. 
31, 1989, $1,275,000 of the loan had been retired, leaving a balance 
to be repaid of $225,000. 

2. Line of credit—maximum of $4,000,000 at %% over the 
prime rate. The stability of the cash budget was evidenced by the fact 
that the line of credit was used during only 4 months of 1989 and 
only $2,750,000 needed to be used. 

The term loan is scheduled to be completely retired as of Septem- 
ber 1990, so APA will meet the most conservative definition of being 
debt free. However, another debt reduction bench mark has already 
been met on schedule. As originally projected, the Association’s 
short-term investment portfolio exceeded the term loan balance in 
December 1987. The bench mark is significant since it represents the 
point at which it was possible for APA to repay the entire loan from 
proceeds of the short-term portfolio. The Association has met its 
obligations under the loan package since its inception. 
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TABLE 1. APA Balance Sheet as of Dec. 31, 1989 and 1988 





Item 


Assets 
Current Assets 


Cash and cash equivalents 

Marketable securities 

Accounts receivable, less allow- 
ance for doubtful accounts 

Grants and contracts, approved 
and in process 

Notes receivable 

Advances to affiliates 

Publications inventory 

Prepaid expenses and other cur- 
rent assets 

Total current assets 


Property and equipment 


Land 
Building—leasehold interest and 
improvements 


Furniture and equipment 

Subtotal 

Less accumulated depreciation 
and amortization 

Total property and equipment 


Other assets 


Notes receivable, less current 
maturities 

Deferred expenses, net of accu- 
mulated amortization 

Deferred land rent 

Nonmarketable securities 

Intangible pension asset 

Total other assets 


Total assets 


Liab 


ilities and fund balances 


Current liabilities 


Current maturities of long-term 
debt 
Accounts payable 
Accrued expenses 
Advances from affiliate 
Deferred revenue 
Deferred amounts 
Restricted—grants and con- 
tracts 
Restricted—awards and spe- 
cial projects 
Total current liabilities 


Other liabilities 


Long-term debt, less current 
maturities 

Capital lease obligation, less 
current maturities 

Accrued pension cost 

Total other liabilities 


Fund balances 


Unappropriated 
Appropriated 
Building 

Total fund balances 


Total liabilities and fund bal- 


ances 


Amount (dollars) 


1989 


1,325,966 
651,416 


1,234,876 


1,482,399 
94,500 
799,461 
$23,027 


362,063 
6,473,708 


5,187,470 


6,986,914 
2,393,309 
14,567,693 


2,367,819 
12,199,874 


130,500 


2,218,591 
765,004 
75,000 
224,324 
3,413,419 
22,087,001 


225,000 
2,174,850 
1,824,206 


1,192,574 


705,640 


1,600,527 
i PE Fi 


4,442,544 
224,324 
4,666,868 


5,428,304 

150,000 
4,119,032 
9,697,336 


22,087,001 


1988 


3,151,536 
651,533 


1,492,767 
2,190,029 
395,000 
210,732 
494,111 


348,214 
8,933,922 


5,187,470 
6,884,724 
2,262,249 
14,334,443 
1,939,439 
12,395,004 
330,173 
1,612,431 
724,182 
125,000 


2,791,786 
24,120,712 


2,288,598 


334,862 
1,461,160 
8,335,768 

225,000 
4,455,018 
4,680,018 
6,842,371 

150,000 
4,112,555 

11,104,926 


24,120,712 





Internal Revenue Service Audit 


In December of 1989, APA concluded its audit with the U.S. 
Internal Revenue Service (IRS) for the taxable years 1985 through 
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TABLE 2. APA’s Functional Revenues and Costs for Fiscal Years 
1989 and 1988 





Item 1989 1988 
Functional revenues 
Percent from each function 
Publications 
Advertising 15.97 16.02 
Subscriptions and re- 
lated fees 5.65 6.31 
Book sales 17.50 22.07 
Member services 
Dues from members 34.58 33.90 
Meetings income 12.05 9.83 
Other income related to 
member services 21 2.75 
Other income (investments, 
overhead on grants, etc.) 11.94 9.12 
Total revenues (dollars) 24,726,542 22,244,937 
Functional costs 
Percent for each function 
Governance and member 
component activities 
(Board of Trustees, As- 
sembly, joint commis- 
sions, councils, and com- 
ponents) 14.52 15.41 
Publications (APA journals 
and book sales) 28.99 34.27 
Public affairs (public infor- 
mation and government 
relations) 10.10 10.30 
Member services (member- 
ship services and educa- 
tional programs) 24.44 26.33 
General administration 13.48 13.69 
Abandoned project 8.47 — 
Total costs (dollars) 26,140,609 21,823,678 





1987. The initial tax assessment sought by the IRS was approxi- 
mately $1.5 million and related primarily to display advertising. The 
final tax assessment imposed by the IRS, based on a compromise 
agreement, was $177,890 for the 3-year period. In addition, APA’s 
tax-exempt status under Internal Revenue Code Section 501(c)(3) 
remains intact. 


Investments 


The Investment Advisory Committee has guided the Association’s 
investment program over the last 14 years. The stated investment 
policy of the Association is “to employ sound investment vehicles 
affording maximum return consonant with safety of capital, i.e., the 
type of investment a prudent individual would seek.” Given this 
policy, safety of capital has been identified as the first objective of the 
investment program. In 1980 the Association carefully reviewed its 
investment alternatives and shifted a majority of its investment re- 
sources from ownership of securities to a dominant ownership po- 
sition in the new headquarters building. The investment portfolio, as 
distinguished from the investment in the APA office building, cur- 
rently stands at approximately $650,000. 

The current policy of the Association is to balance investments 
between debt instruments and common stocks. The market value 
portfolio valuation of Dec. 31, 1989, indicates the following ap- 
proximate percentages: 64% in debt instruments, 1% in cash and 
accrued interest, and 35% in stocks. The Association’s investment 
portfolio is under continuing review and is subject to change in 
response to changing market conditions. 
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Publications 


Psychiatric News generated income of $3,250,865, contrasted 
with expenses of $1,467,215, for a surplus of $1,783,650. This 
amount is $637,970 more than the budgeted surplus of $1,145,680. 

The American Journal of Psychiatry produced revenues of 
$2,488,675 and incurred expenses of $1,815,985, for a surplus of 
$672,690. This total is $208,491 more than the budgeted surplus of 
$464,199. 

The journal Hospital & Community Psychiatry realized revenues 
amounting to $1,035,479 and expenses of $826,848, for a surplus of 
$208,631. This amount is $165,537 more than the budgeted surplus 
of $43,094. 

The Association and its publishing affiliate, the American Psychi- 
atric Press, Inc. (APPI), maintain approximately 250 book titles in 
inventory. Total income for the APA publication program (exclud- 
ing APA periodicals) amounted to $6,536,584. Of this total, 
$4,327,037 was provided by sales of APA publications and products 
and $2,209,547 was accounted for by sales of APPI books and 
products. 


A Note of Caution 


For the past 2 years my Treasurer’s reports to you have contained 
a note of caution. In essence, I reported that the strong fiscal position 
of the Association at the end of 1987 and 1988 did not mean that we 
could relax our efforts in sound fiscal planning, effective program 
management, and vigorous monitoring of expenditures. The point 
was that the same hard work which enabled the Association to 
achieve its stable financial situation was needed to maintain it. 

As discussed earlier in this report, a deficit from operations in 
1989 has reduced, but not eliminated, the Association’s financial 
strength. Income from products and services is difficult to project, 
and dues income cannot be used as the basis for organizational 
growth in the future. The economic literature provides empirical 
evidence that our national economic environment is becoming in- 
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creasingly unpredictable, and we know that our professional envi- 
ronment is fraught with change and uncertainty. These factors re- 
duce the extent to which we can have confidence in even the most 
sophisticated long-range plan. Planning continues to be necessary, 
but with this ongoing planning we must maintain our ability to 
respond quickly to the professional and fiscal challenges facing us. 


Conclusion 


APA has developed a sound financial position over the course of 
many years. Much of that strength has stemmed from programs 
supported by our general fund, which have not only provided many 
needed services for our members and our patients but also have 
generated enough income to more than cover the cost of the services. 

Our fiscal strength has also been bolstered by APPI, Professional 
Risk Management Services, and our building program at 1400 K 
Street, N.W., Washington, D.C. During 1989 one of our ventures— 
the effort to expand the Quality Assurance Program—proved to be 
unsuccessful. An important point in this regard is that, while the 
results from this program dampened our fiscal strength, we retain 
sufficient financial wherewithal to field an impressive array of pro- 
grams, to meet current obligations, and to maintain a significant net 
worth. An even more important point is that the Association must 
not allow this result to reduce its will to pursue, when feasible, 
ventures having a positive potential for the field of psychiatry, even 
where risk is involved. We have a good batting average in this regard 
and the potential for future successes. 

It will be necessary for APA to continue its thoughtful approach to 
conducting the affairs of the Association. Priority setting will remain 
a key factor in our success, since our members and staff will always 
have more good ideas than the budget can support. These same 
pressures also point to the need to bolster nondues income and to 
carefully monitor expenditures. 

I am delighted to have had the opportunity to serve as your Trea- 
surer and look forward to working with you in moving APA further 
toward its goals in the future. 


Report of the Medical Director 


Melvin Sabshin, M.D. 


During my 16-year tenure as Medical Director of APA, the annual 
report has become a useful reflection of progress and problems. We 
have indeed been coping with extraordinary challenges; the themes 
of socioeconomic and political ferment have dominated my reports 
for some time. The coping process has been accompanied by a steady 
growth in our membership and an increase in the diversity and 
complexity of the functions assumed by the national leadership and 
the Central Office. Since last year’s report, we have faced many 
difficult decisions and actions, and I am pleased with the mood, 
strength, stability, productivity, and responsiveness of the organiza- 
tion. Both the tone and content of our activities are positive overall 
and demonstrate strong effective working relationships between staff 
and members. Dr. Herbert Pardes’ thoughtful, energetic, and effec- 
tive leadership is reflected in the strength and enhancement of many 
departments’ efforts. 

While the quantity of work at the Central Office continues to 
increase, we have been able to maintain quality, even in the face of 
increased demands in many arenas. This year, the Association has 
focused on how to provide the best support and leadership for the 
diverse needs of more than 36,000 members while avoiding the 
fragmentation that could result from increased interest in subspe- 
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cialization and a variety of forms of practice. We also have been 
concerned with the impact of the termination of our Quality Assur- 
ance Program and its effect on our fiscal and substantive functions. 
We have carefully monitored our business-related work, as well as 
the more traditional specialty society efforts. To that end, we have 
held frequent discussions with our counterparts in other medical 
specialties and in the other mental health disciplines. 

Staff changes highlight the balance between stability and growth, 
gains and losses. In December 1989, APA’s Librarian, Ms. Zing 
Jung, retired after more than 9 years of service to the Association. 
Ms. Jung was a remarkable leader in our communication and infor- 
mation processes. Under her guidance, the Library became a modern 
storehouse of information with computerized data bases and audio- 
visual learning materials, in addition to books and journals. She was 
widely recognized as a leader in her field, and her support of the 
Marion E. Kenworthy Learning Center was key in establishing this 
computer and videotape resource for members and staff. I have ap- 
pointed Mr. William Baxter, Archivist, as the Interim Director of the 
Library, and we look forward to working with him in his new ca- 
pacity, as well as in his previous role. As we approach our sesqui- 
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centennial, the integration of our history with advances and plans 
for the future will be increasingly important. 

After an extensive search, Ms. Andrea Morgan was appointed 
Director of the Office of Resource Development in October 1989. 
Her first months on staff have been extremely productive. She has 
worked with the Resource Development Committee to prepare a 
strategic plan and begin its implementation. Specifically, we have 
written to newly elected Life Members and Fellows as the first stage 
in our member-related efforts and also have contacted foundations 
about support for special projects and activities. 

Another change is the resignation of Ms. Ellen Smith, who is 
moving to New Jersey to join her husband as he moves to a new job. 
Ms. Smith has been an invaluable resource for the Division of Gov- 
ernment Relations, providing excellent staff support in many areas 
but especially in our work related to the resource-based relative 
value scale. She also has been the staff liaison for the Council on Aging 
and its components. Her contributions have been outstanding. 

The largest and most painful staff change, however, has been 
related to the termination of the Quality Assurance Program. On the 
basis of CHAMPUS’s review of our initial response to its request for 
proposals, APA was one of three organizations given the opportu- 
nity to prepare a “best and final offer,” which was submitted to 
CHAMPUS in August 1989. In late September, we learned that 
another organization, Health Management Strategies of Washing- 
ton, D.C., had been chosen. Needless to say, we were most disap- 
pointed with the CHAMPUS decision. Although we had prepared an 
excellent proposal, our bid of more than $30 million for the 5 years 
of the contract was considerably higher than that of the awardee. 
APA costs were higher, in part, because of our commitment to qual- 
ity review and the involvement of qualified mental health profes- 
sionals in the decision-making process. 

Never before in our history has there been termination of a func- 
tion of such magnitude, nor the loss of so many staff through the 
considerable reduction-in-force that accompanied the conclusion of 
the project and of our review functions. These losses—which in- 
cluded highly trained review specialists, long-time employees, and 
psychiatrists (APA members)—have caused considerable anxiety 
and concern among staff and members. It was a relief that most staff 
who so desired were employed by local review groups, and the mar- 
ket for such highly trained personnel is good. Nonetheless, these 
efforts have tested our coping skills. Dr. John Hamilton, Deputy 
Medical Director and Director of the Office of Psychiatric Services, 
and his staff deserve our appreciation for their productive work over 
the years and in the termination process, and I want to express my 
appreciation to Deputy Medical Director Dr. Carolyn Robinowitz 
for her leadership in the transition and to Mr. Charles North and the 
Office of Personnel for their extraordinary efforts. 

This change also has had an impact on our overall finances and 
budget implementation. A long history of careful fiscal planning and 
care in expenditures this year have ameliorated the damage, but 
much of our work this year has addressed the related difficulties and 
impact on morale. 

While our involvement in quality assurance efforts generated 
much discussion and no small amount of controversy over the years, 
I have been impressed by the positive response of colleagues and 
policymakers to these efforts. They believe that quality assurance 
review is documentation of the scientific base of psychiatric care and 
that it can be monitored to provide cost-effectiveness. Such a view 
does much to offset the myth that psychiatric care is subjective, 
interminable, and costly, and it promotes access to quality care and 
helps ameliorate stigma. 

There is currently considerable interest in organized medicine in 
the development of practice parameters—standards and guidelines. 
The Council of Medical Specialty Societies is sponsoring conferences 
and other educational activities related to standards development, 
and the American Medical Association (AMA) has undertaken a 
major project in which specialty societies can address the topic. Drs. 
Edward Hanin, John Hamilton, Harold Pincus, Carolyn Robino- 
witz, and Sara Charles have represented us in these endeavors and 
are optimistic about the ways we can work with other medical spe- 
cialties and about the potential impact of such efforts. Our own 
efforts will be led by the newly appointed Joint Board and Assembly 
Work Group on Practice Parameters (John McIntyre, M.D., chair- 
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person). The committee will participate in other such efforts and will 
use such materials as the APA task force report on ECT (1) and the 
book Treatments of Psychiatric Disorders (2). This book has re- 
ceived much praise and been referred to as a “remarkable” and 
“scholarly” volume. Dr. Seymour Halleck (3) referred to it as “the 
best psychiatric book ever,” stating that APA members “have every 
reason to be proud of it. While the American Psychiatric Association 
has made many memorable contributions since its inception, the 
production and publication of Treatments of Psychiatric Disorders 
may represent its finest and most selfless accomplishment. A hundred 
years from now, when historians are writing about the treatment of 
mental illness, 1989 will be cited as a landmark year in which a 
medical classic was published.” 

There continues to be considerable interest in the governance pro- 
cess. The increased activities of the Assembly Executive Committee 
and its evolution as a major force in the governance of the Associ- 
ation were reflected in its interim meeting in September 1989, its 
second successful joint meeting with the Joint Reference Committee 
in February 1990, and its expanding role in helping the Assembly 
plan and implement actions. The Joint Reference Committee, too, 
has strengthened the input of its voting members while maintaining 
the importance of the participation of council chairpersons, empha- 
sizing its role as “joint,” representing both the Assembly and the 
Board. The Joint Reference Committee increasingly acts not simply 
as a referring body, but also as an initiator and developer of pro- 
posals and directions. Drs. Elissa Benedek, Edward Hanin, and Ber- 
nice Elkin are to be congratulated for their thoughtful yet pragmatic 
approach to both issues and processes. Ms. Claudia (“Corky”) Hart, 
Associate Director of the Office of Psychiatric Services, has been a 
marvelous resource here, and the outstanding work of Ms. Jeanne 
Robb and the other staff of the Office to Coordinate the Board and 
Assembly makes the process work smoothly. 

Discussions about the roles of officers and trustees reflect the in- 
creased involvement and interest of Board members, the expanded 
amount of business on the agenda of each meeting, and the need to 
set aside time for reflection and strategic planning for the Associa- 
tion. This interest in organization and function is reflected in the 
ongoing discussion of subspecialization and liaison activities by the 
Assembly and ad hoc committees of the Board. The Ad Hoc Com- 
mittee on Liaison Activities sponsored a second meeting of leaders of 
key psychiatric organizations, which was chaired by Past President 
Paul Fink, M.D., and held during the fall component meetings. The 
meeting itself was well attended, and participants’ recommendations 
have formed the basis for much work since. The American Board of 
Psychiatry and Neurology (ABPN) responded positively to our rec- 
ommendation that it offer a certificate of added qualifications in 
geriatric psychiatry and is holding a meeting this summer to consider 
the possibility of similar certification in addictive disorders. While 
continuing to explore these issues, we will be cognizant of the po- 
tential fragmentation and divisiveness of such efforts and the need to 
maintain organizational strength while maximizing input from all 
concerned. 

I am very enthusiastic about the formation of the new Council on 
Addiction Psychiatry, chaired by Dr. Roger Meyer, who brings lead- 
ership in research, clinical care, and education to the task. I also 
appreciate the special efforts of Ms. Hart in the planning for this 
council. 

This summer, staff of the Joint Commission on Accreditation of 
Healthcare Organizations (JCAHO) proposed that state hospitals 
again be surveyed according to the Consolidated Standards Manual 
rather than the Accreditation Manual for Hospitals. The Consoli- 
dated Standards Manual gives more attention to psychiatric facilities 
but does not require medical leadership. We strongly opposed this 
change, noting that hospital-based standards should be used for 
psychiatric units in both general hospitals and psychiatric hospitals, 
and medical oversight is basic to high-quality care. We were con- 
cerned that a change in accreditation standards for state facilities 
may ultimately result in lower standards of care for patients in these 
facilities, and we emphasized review of all practices, including 1) 
development of additional standards in such areas as ambulatory 
care, psychosocial rehabilitation, and psychiatric care in managed 
care settings and 2) the appropriate training of surveyors. Dr. Hamil- 
ton, Ms. Hart, and Mr. Justin DeSua, Programs Coordinator in the 
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Office of Psychiatric Services, coordinated the work of our represen- 
tatives to the JCAHO on this issue, which demanded considerable 
time for negotiations with representatives of the National Associa- 
tion of State Mental Health Program Directors and the JCAHO. Our 
meeting with JCAHO President Dr. Dennis O’Leary and JCAHO 
staff was very productive in this regard. 

We also have been actively assessing the impact of managed care 
and developing approaches to this issue. This task has been an in- 
terdepartmental staff effort coordinated by Dr. Robinowitz and in- 
volving staff in the Office of Psychiatric Services, Division of Gov- 
ernment Relations, Office of Economic Affairs, and Office of Public 
Affairs, who have been working with the Ad Hoc Committee on 
Managed Care, chaired by Dr. Steven Sharfstein. A similar interde- 
partmental effort has dealt with the release of clozapine and the 
special circumstances of access to that drug. Dr. Hamilton took the 
lead in arranging for a special forum at the annual meeting to discuss 
issues related to clozapine’s release. 

I am most gratified with the direction provided by Dr. Allen 
Frances, who chairs the Task Force on DSM-IV. During the past 
year, there has been an extraordinary amount of activity in this area, 
and various work groups have been most productive. The third 
edition of DSM-IV Update provides excellent information on pro- 
cess and content. The oversight Committee on Psychiatric Diagnosis 
and Assessment within the Council on Research, chaired by Dr. 
Layton McCurdy, provides policy direction and leadership. Dr. 
Frances continues to meet with the Assembly, the Board of Trustees, 
and other member components to report and receive input. Dr. Har- 
old Pincus and the staff of the Office of Research have been invalu- 
able in providing coordination and support for these important ac- 
tivities. The process has focused on the best integration of research 
and clinical directions in nomenclature and diagnosis; by providing 
representation and oversight throughout, we hope to maintain a 
high degree of member involvement. 

Dr. Pincus and his staff have received much praise from the field 
for the quality of Psychiatric Research Report. This quarterly news- 
letter provides considerable information about science policy, fund- 
ing and educational opportunities, and research programs. Also, the 
yearly brochure addressing appropriations for the Alcohol, Drug 
Abuse, and Mental Health Administration (ADAMHA) has been 
extremely useful in our educational efforts. 

Congratulations also are due Dr. Pincus for his extraordinary 
efforts in obtaining significant funding from the National Institute of 
Mental Health (NIMH) and private foundations to support research 
and field trials related to DSM-IV. In addition, funds have been 
obtained from the van Ameringen Foundation for activities designed 
to improve the recruitment, training, and retention of psychiatrist 
researchers. Additional congratulations are due Dr. Pincus and Dr. 
Jeanne Spurlock, Deputy Medical Director and Director of the Office 
of Minority/National Affairs, for their success in implementing a 
program, funded by a grant from NIMH, to support research train- 
ing for minority psychiatrists. 

The American Psychiatric Association Biographical Directory 
1989 is widely utilized. Dr. Thomas Dial and the staff of the Office 
of Survey Design and Analysis are now planning extensive analysis 
of the associated survey on professional activities. These data are 
important in outlining the current shape of the field and will be a 
base for future planning. 

In previous annual reports, I have given special emphasis to our 
activities in government relations and public affairs. This year is no 
exception; indeed, | still rate these areas as having the highest pri- 
ority because of their ability to diminish stigma and increase access 
to and reimbursement for care. Working in concert with the Joint 
Commission on Government Affairs, Dr. John J. McGrath, chair- 
person, and the other commissioners and network leaders, the Di- 
vision of Government Relations continues to be a sophisticated, 
effective force. 

From my perspective, during this past year we have been much 
more visible and successful in our government relations activities 
than ever before. We have begun to develop clear and concrete 
objectives, which have had an enormous impact on our members 
and the patients we treat. 

This year, the Congressional Conference Committee increased 
ADAMHA funding significantly; the total funding approved for 
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NIMH research is $64 million greater than in the previous fiscal 
year. In an even more unprecedented move, in spite of major bud- 
getary cutbacks Congress removed the discriminatory outpatient 
dollar limitation on the Medicare mental health benefit. While the 
bill also included a provision for direct reimbursement of psychol- 
ogists and social workers, we were successful in obtaining a Con- 
gressional mandate for medical consultation for patients who are 
being seen by these nonphysician providers. This action was vigor- 
ously but unsuccessfully argued against by psychologists, who rec- 
ognized the symbolic as well as concrete message regarding physi- 
cian involvement and who have become aware of the nuances of our 
continuous reinforcement of the importance of physician involve- 
ment in medical differential diagnosis and treatment planning for 
this special population. 

These actions point out the immense effectiveness of our educa- 
tional efforts and the impact of the scientific advances in the field on 
Congress’s willingness to fund more equitably. They document the 
importance of an integrated approach, rather than support of just 
one aspect of the research/education/care continuum. They also rep- 
resent the fruits of many years of ongoing efforts on the part of our 
Division of Government Relations staff and APA members. 

Recently staff has worked with members of the Mental Health 
Liaison Group to develop a budget for ADAMHA appropriations 
based on professional judgment; the group has begun a lobbying 
effort involving research scientists, clinicians, and patient advocates 
to promote this budget. We also are monitoring closely the Bush 
administration proposal for an $8.1 billion cut in Medicare spend- 
ing, reductions in federal spending for medical education, and lower 
hospital reimbursement rates. Additionally, we are working with the 
staff of Congressman Gary Ackerman (D-N.Y.) on the mental health 
benefits in his proposal for federal employees’ system-wide health 
benefits. 

We are most fortunate to have Mr. Jay Cutler leading our gov- 
ernment relations efforts. He is widely respected not only on Capitol 
Hill and in the administration, but by his colleagues as well. Our 
successes are a credit to his energy and knowledge and to the long- 
range strategic planning and involvement of the field in Congres- 
sional communications. 

This year has seen a continued increase in the amount and con- 
tentiousness of American Psychological Association efforts to ex- 
pand the scope of practice and the services provided by psychol- 
ogists. In mid-April the California Supreme Court heard oral 
arguments in CAPP v. Rank, which concerns hospital admitting 
privileges for psychologists; a decision is expected within 90 days. In 
addition to CAPP v. Rank, we have seen attempts in state legisla- 
tures to add hospital privileges to psychologists’ scope of practice. 
Further, the attempt to gain privileges for prescribing psychotropic 
medications—supported in part by consideration of a pilot study of 
such practice by the U.S. Department of Defense—has raised serious 
concerns about the potential impact on patient care. No matter how 
collaborative individual interdisciplinary professional relationships 
have been, psychiatrists, who are aware of the potential problems, 
side effects, and interactions of psychotropic medications and the 
need for medical planning and oversight, uniformly express horror 
at the possible involvement of insufficiently trained personnel in 
prescribing. 

I recently had the privilege of representing APA at a meeting of 
military health care staff and representatives of the health and men- 
tal health community that was held in response to a directive of the 
Subcommittee on Defense of the U.S. House of Representatives 
Committee on Appropriations. The subcommittee stated that the 
demonstration program involving medication prescription by psy- 
chologists could not go forward until Congress had reviewed the 
educational curriculum and training program developed by the De- 
partment of Defense. My position was straightforward: no one 
should prescribe and monitor medications for patients with mental 
disorders without the appropriate theoretical and practical medical 
education. 

The American Psychological Association has been most vocal in 
supporting this expansion of psychologists’ scope of practice, stating 
that this area of practice policy has the highest priority, although its 
members are divided as to its extent. It is ironic that at the same time 
psychologists are attempting to gain prescribing privileges, they 
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strongly espouse psychological, as opposed to psychopharmacolog- 
ical, care and are quick to point out some of the problems in using 
medications. As one example, the brief they filed in Harper v. Wash- 
ington State cited the danger of treatment with drugs that can “‘dis- 
figure and disable a prisoner.” 

I am optimistic that the appointment of Dr. Raymond Fowler as 
the Executive Officer of the American Psychological Association will 
set the stage for better communication and possible negotiation. 
Additionally, we have had good contact with the officers and staff of 
the newly formed American Psychological Society. This organization 
of psychologist-scientists has grown considerably, and its leaders 
share many of our concerns. 

We continue to be impressed with the creative leadership of Dr. 
Lewis Judd, who has completed his second year as Director of 
NIMH. He has a wealth of experience and leadership in the research 
arena and sensitivity to future needs. Last year, Dr. Judd, in collab- 
oration with the National Mental Health Association, initiated a 
National Mental Health Leadership Forum, whose members repre- 
sent major professional organizations and advocacy groups. In con- 
junction with the National Advisory Mental Health Council, this 
group held a meeting and hearings in Marshall, Minn., in early 
April; their efforts did much to identify needs, minimize stigma, 
strengthen the process for planning efforts to improve access to and 
organization of care, and determine the base for the proposed “war 
on mental illness” supported by the National Mental Health Lead- 
ership Forum. 

Our representation to the AMA has been strong. Our delegate, Dr. 
John McGrath, and alternate delegate, Dr. Richard Steinhilber, have 
worked with the Section Council on Psychiatry and with other mem- 
bers of the House of Delegates to support both ideas and resolutions. 
Dr. Steinhilber, through his membership on the Council on Scientific 
Affairs, has been able to influence areas of AMA scientific investi- 
gation. The addition of the American Academy of Child and Ado- 
lescent Psychiatry and our representation in the Resident Physicians’ 
Section and Young Physicians’ Section have been productive. We are 
awaiting the final version of the AMA Council on Long Range Plan- 
ning’s report on the future of psychiatry. Dr. McGrath’s excellent 
contributions have been evident in his membership on the AMA 
Council on Legislation and his leadership of reference committees. 
Although we were disappointed by the outcome of his candidacy for 
the AMA Board of Trustees, the opportunity and visibility were 
important for him and for the field. 

While our work on the Physicians’ Current Procedural Terminol- 
ogy (CPT) is still to be accepted by the AMA CPT editorial panel, we 
are continuing our educational efforts and negotiations. Mr. Cutler 
has worked most effectively with AMA staff in the legislative arena, 
and I have enjoyed and profited from my meetings with AMA and 
other specialty society staff. I was, of course, distressed at the cir- 
cumstances leading to Dr. James Sammons’s resignation. Not only 
do such events weaken the association, but over the years I was 
impressed with Dr. Sammons’s knowledge and strong leadership 
and am disheartened at the outcome. Dr. James Todd, the Senior 
Deputy Executive Vice-President, has assumed the acting position, 
and a search is under way for Dr. Sammons’s successor. We will 
watch the process closely, as we hope to continue our positive and 
effective interactions with AMA staff. 

We have been quite successful in our public affairs functions. In 
his capacity as chairperson of the Joint Commission on Public Af- 
fairs, Dr. Harvey Ruben has provided energetic and wise leadership, 
working with Mr. John Blamphin, who heads our staff division. 
Collaborative projects with industry have helped enhance psychia- 
try’s image with other physicians and the public. The joint effort 
with the Upjohn Company has supported several APA productions. 
The first film produced in this venture, “Panic Prison,” has been well 
received by viewers. The Washington, D.C., premiere of the second 
film, “Faces of Anxiety,” took place at the Kennedy Center on May 
2, in cooperation with the National Mental Health Association and 
in recognition of May as Mental Health Month. Efforts are under 
way to develop the third film, which will be on depression. We now 
have an experienced network of trained leaders who can effectively 
use all varieties of media. 

We are continuing our campaign against stigma. Mental Illness 
Awareness Week has become a major year-round national effort; it 
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is an outstanding model for interdepartmental and interorganiza- 
tional collaboration and highlights the importance of work with 
consumer advocacy groups. This year there was a considerable in- 
crease in publicity and in interest by professionals, the media, and 
the public. 

The very successful symposium “Advances in Research and Clin- 
ical Care,” chaired by President Pardes, was held on Capitol Hill and 
attended by a standing-room-only crowd of Congresspersons, staff, 
and community representatives. Planning for 1990’s Mental Illness 
Awareness Week is already well under way, and we hope to continue 
the expansion of activities and coverage, both nationally and at the 
local level. 

Many public affairs efforts this year have disseminated informa- 
tion to the public and the profession. In addition to proactive efforts, 
we have responded to the San Francisco earthquake and Hurricane 
Hugo. These tragedies have brought out the best in our members in 
their work with the communities they serve. Members responded 
strongly to Ann Landers’ attack on psychiatrists; her personal com- 
ments and her published apology indicated that we did have an 
impact. 

Dr. Robinowitz and Dr. John Talbott were successful in obtaining 
funds from the Pew Memorial Trust to support a series of activities 
aimed at increasing collaboration between academic departments of 
psychiatry and state mental health programs. The project director, 
Ms. Ruth Pitlick, has developed an excellent newsletter outlining 
project objectives, future actions, and current successes. 

Our AIDS Education Project, under the leadership of Ms. Carol 
Svoboda, has developed a series of excellent educational activities 
and materials. In collaboration with our Commission on AIDS, 
chaired by Dr. Stuart Nichols, and with staff support from Ms. 
Jackie Moore, the AIDS Education Project has completed an excel- 
lent videotape that deals with attitudes as well as cognitive informa- 
tion. Project efforts have been most important in addressing the 
problems of HIV disorders and the special stigma affecting AIDS 
patients. 

We are pleased with the many activities of the Office of Education, 
which promote continuing education for our members. Dr. Philip 
Bashook and his staff have worked with district branches and other 
organizations to ensure that programs are well planned and orga- 
nized. There has been considerable effort to develop self-learning 
and self-study programs, as well as formal learning opportunities. 
Most noteworthy has been the Psychiatric Knowledge and Skills 
Self-Assessment Program (PKSAP). The final module of the sixth 
edition was recently published, and I recommend it to you as an 
excellent opportunity to evaluate and update your knowledge at 
your own pace, at a time and setting of your choice. 

We also appreciate the special attention and support provided to 
residents through the Office of Education and, in particular, Ms. 
Rosalind Keitt’s coordination of activities and components address- 
ing resident issues. This work is increasingly demanding and com- 
plex, given the growth of resident members in the Association and 
their increasing presence in its governance system. 

Of our more than 36,000 members, over 5,300 are residents. This 
was the second year in which the Board of Trustees has included 
both a Member-in-Training Trustee and Member-in-Training Trust- 
ee-Elect. There has also been increased active resident participation 
in the Assembly and area councils. A component for/on young psy- 
chiatrists was established; it interacts with its companion compo- 
nent of young physicians in the AMA and addresses the particular 
needs of younger psychiatrists and issues related to their practice. 
Our retention of residents following training is excellent, and the 
Board of Trustees demonstrated awareness of special issues for this 
population by adopting a graduated dues schedule for the first years 
after residency training. 

Our yearly census of all psychiatry residents documents the inter- 
est of medical students in psychiatry. This year, however, there was 
a drop in the number and percentage of medical students choosing 
first-year positions in psychiatry through the National Resident 
Matching Program. In the upcoming months we will gather more 
data and try to determine the reasons for this change. Psychiatry 
residents also noted greater satisfaction with the field (considerably 
fewer transfer from psychiatry to other specialties) and greater in- 
terest in combined residencies or postresidency subspecialty training. 
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The residents themselves are bright and articulate and bring a special 
vitality to the Association. 

Dr. Marta DeLalla has been a most effective Director of the Office 
of Membership. She and her staff have made a special effort to 
recruit and retain members, maintain a strong working relationship 
with district branches, and provide the highest quality of communi- 
cation and services to all our members. She and her staff have 
worked closely with the Ad Hoc Committee on Membership and 
Fiscal Policies, chaired by Dr. Michael Vergare, and in collaboration 
with Mr. Rich Feeley, APA fiscal consultant, have prepared an ex- 
tensive analysis of membership demographic and growth patterns. 
Our studies of member retention (at all levels) have emphasized the 
importance of the district branch dues structure in membership sta- 
bility. We also recognize that some areas of the country are experi- 
encing a “graying” of the membership and an increase in the pro- 
portion of members who hold Life status; such district branches 
continue to provide costly services but without the dues income to 
support them. 

Also gratifying has been the significant number of members who 
vote in our elections for APA officers and trustees. We remain one of 
the few large national organizations that conduct contested elections 
with voting open to all members, and our colleagues in other spe- 
cialties and disciplines continue to voice their amazement that 40% 
of our members vote. We were distressed to learn that this year, 
through a mailing house error, a small number of members in the 
Seattle area received duplicate ballots. Fortunately, we were able to 
ascertain that the number of members who received duplicates was 
small, and no contested office was decided by so small a number of 
votes as to be jeopardized by the problem. We have received apol- 
ogies from the mailing firm, which has taken measures to guard 
against repetition of the problem in the future. I am very appreciative 
of Ms. Carol Lehmann’s attention to the problem and her work with 
the firm and with Dr. Bernice Elkin and the Elections Committee in 
addressing the issue. The election process is an enormous task for a 
group as large as ours, and I am impressed with Ms. Lehmann’s 
careful attention to detail and mastery of the multiple issues that 
must be considered to assure a fair and accurate election. 

While Dr. Spurlock and the staff of the Office of Minority/Na- 
tional Affairs have been active in many areas, providing voice, sup- 
port, and recognition to minority issues and to those affecting chil- 
dren and families, their contributions to the residents’ fellowship 
programs have been especially meaningful to these colleagues and to 
those of us who interact with them. We are honored to report that 
Dr. Spurlock was appointed by the Secretary of the U.S. Department 
of Health and Human Services, Dr. Louis Sullivan, to the Board of 
Regents of the National Library of Medicine. Dr. Spurlock also has 
acted as representative or liaison to medical, mental health, and 
advocacy groups and has been a most effective spokesperson for the 
Association. 

In response to many letters expressing concern about the timing of 
the joint meeting with the German Society of Psychiatry and Ner- 
vous Diseases, its relationship to Yom Kippur, and both the practical 
and symbolic aspects of holding the meeting at that time, the meeting 
schedule was modified such that the joint meeting will begin Mon- 
day, Oct. 1, 1990. 

Dr. Allan Tasman has been a thoughtful and energetic chairperson 
of the Scientific Program Committee. Under his direction, the pro- 
gram at the annual meeting continues to increase in scope and so- 
phistication. There has been greater attention to integrating research 
findings into the scientific educational program and efforts to pro- 
vide more interactive and participatory sessions for clinicians. The 
annual meeting is a high point of the year. It is a mirror of directions 
for the field, as well as a proactive and integrating force. The scien- 
tific program theme, “The Research Alliance: Road to Clinical Ex- 
cellence,”’ and the focus on new directions in the field have generated 
much interest and excitement. There are multiple sessions and for- 
mats and an expanded number of continuing medical education 
courses. The Local Arrangements Committee, chaired by Dr. Philip 
Muskin, took advantage of the many opportunities in New York to 
offer an extremely diverse and stimulating program. Advance regis- 
tration for the meeting was the highest ever. Joined by members of 
the Scientific Program Committee and the Local Arrangements Com- 
mittee, Dr. Tasman has already begun planning for the 1991 meeting 
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in New Orleans, which promises to be of very high quality as well. 
We also have begun plans for the 1994 sesquicentennial annual 
meeting, which will be held in Philadelphia. A staff committee, 
chaired by Ms. Carol Davis, has been formed and will work with a 
committee of members to plan significant events related to the ses- 
quicentennial celebration. 

None of the success of the annual meeting could have taken place 
without the devoted efforts of the staff. In particular, I would like to 
recognize Ms. Davis, who has provided oversight, support, and her 
special know-how and experience in so many areas. Mr. George 
Campbell and staff of the Office of Meetings and Exhibits Manage- 
ment have been immensely helpful, and their professionalism has 
contributed to the positive tone and format. The remarkable orga- 
nizational efforts of Ms. Cathy Earnest Nash, who heads the Office 
to Coordinate the Annual Meeting, and her staff provide a smooth, 
highly organized program. Their creativity, hard work, and resil- 
ience enable us to handle this complex, multifunctional, and large- 
scale event in a way that provides an opportunity for each attendee 
to have an enjoyable and useful educational and social experience. 

We similarly are pleased with the Hospital & Community Psychi- 
atry Institute. Not only did the 1989 Institute in Philadelphia attract 
a record number of attendees and faculty, who participated in a large 
number of excellent presentations, but the participants’ high degree 
of satisfaction reflected the depth and diversity of program content 
and the opportunities for interaction among attendees and present- 
ers. The Institute also included special sessions cosponsored by allied 
professional organizations. 

The Hospital @ Community Psychiatry journal also has grown in 
quality and stature and reflects the scientific directions of the field, as 
well as emphasizes innovative aspects of clinical care. The creativity 
of Editor Dr. John Talbott is reflected in the various columns that 
integrate policy and theory with clinical practicality. The excellent 
working relationship between Dr. Talbott and Managing Editor Ms. 
Teddye Clayton has been a model of staff and member collabora- 
tion. Similarly, the journal provides a positive model of interdisci- 
plinary collaboration. 

The Psychiatric News Editorial Advisory Board, chaired by Dr. 
George Tarjan, has been reviewing both the policies and content of 
the newspaper. Consultants from other publications (e.g., AM 
News) have provided valuable input. Under the leadership of Dr. 
Robert Campbell, Editor-in-Chief, and Mr. Herbert Gant, Executive 
Editor, Psychiatric News is demonstrating increased emphasis on 
meeting members’ informational needs. A new section, highlighting 
psychiatrists’ accomplishments and interests, and greater editorial 
focus are planned. 

The collaboration between Dr. John Nemiah, the Editor of the 
American Journal of Psychiatry, and Ms. Melanie Shipley, Manag- 
ing Editor, also contributes to an excellent product. Dr. Nancy An- 
dreasen’s appointment as Deputy Editor ensures continuation of the 
high standards of scientific excellence set by her predecessor, Dr. 
Morris Lipton. We continue to be positively impressed with the 
quality and quantity of articles in the Journal. The educational re- 
view articles particularly are an excellent means of presenting cur- 
rent scientific data. The Journal has, through use of technological 
support, improved the review process and shortened the time be- 
tween submission and publication. 

The APA Ethics Committee has been very active, especially in 
addressing changes in procedures for investigating ethical com- 
plaints. The 2-day workshop held in November 1989 for chairper- 
sons of district branch ethics committees was extremely informative 
and useful, and we received much positive feedback from partici- 
pants. Ms. Davis, who provides staff support for the committee, is to 
be commended for her careful, thoughtful, sensitive, and sensible 
efforts; we also appreciate the first-rate legal support provided by 
Ms. JoAnn Macbeth and Mr. Joel Klein. Their workloads have in- 
tensified as the demands on the committee and staff have increased 
both in quantity and complexity. The Subcommittee on Education of 
Psychiatrists on Ethical Issues is completing a second videotape on 
undue familiarity between therapist and patient, focusing on treat- 
ment and reporting. 

We have been very pleased with the development of our Office of 
Information Systems. Under the leadership of Dr. William More, we 
have developed innovative approaches to information services for 
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our members. Our ability to communicate and to collect and retrieve 
information has expanded immensely. This spring we initiated a 
“voice mail” system, which will be available to members after the 
meeting. Callers with touch-tone telephones will be able to obtain 
information about government relations, education, public affairs, 
research, etc. We are very proud of the excellent, user-friendly sys- 
tem for registration for the annual meeting and of the ongoing rou- 
tine computerized work of the Association regarding member com- 
munication, dues billing, accounting and financing, and so forth. Dr. 
More, who is nationally recognized as a medical statistician, has 
been an excellent resource in our information generation and data 
analysis. He meets the enormously complicated demands of the bus- 
iness and other aspects of our needs in a creative and supportive 
manner. We believe that in the future, communication and informa- 
tion will be an increasingly important base for our functions. 

I also am mindful of many members and staff who have devoted 
their energy and wisdom to integration, coordination, and unity. In 
a very special way, Ms. Jeanne Robb and staff in the Office to 
Coordinate the Board and Assembly epitomize the many functions 
carried on within APA. They promote the best in our governance 
system and ensure strong links between members and staff. 

Also deserving of special mention is the sustained, remarkably 
high-level contribution of Mr. Joel Klein and other members of the 
law firm Onek, Klein & Farr. We have found them available to us 
for many activities. I will touch on Mr. Klein’s work on professional 
liability, but he also deserves praise for his work with our Commis- 
sion on Judicial Action. He has been a valued friend, as well as 
counselor, through a number of difficult and thorny decision points. 

In connection with the Commission on Judicial Action, | must 
point out that Dr. Paul Appelbaum has been a most effective leader 
of this component, addressing a broad array of legal and judicial 
issues. 

I have particularly enjoyed being active in the World Psychiatric 
Association (WPA) and chairing the work group charged to prepare 
a new structure for the organization. Our Office of International 
Affairs has expanded its efforts and gained wide respect under the 
leadership of Ms. Ellen Mercer, and this remains a source of special 
pride and satisfaction to me. Ms. Mercer and her staff provide as- 
sistance for psychiatrists in this country and abroad on issues of 
education, transcultural practice, and care. 

Ms. Mercer was a consultant to the U.S. Departments of State and 
of Health and Human Services regarding the visit last year of psy- 
chiatrists, lawyers, and other experts to the Soviet Union to examine 
current and former patients involuntarily committed to mental hos- 
pitals allegedly for political or religious activities. Their report, is- 
sued in the summer of 1989, was most important in the readmission 
of the official Soviet psychiatric organization, the All Union Society 
of Psychiatrists and Narcologists of the USSR, to the WPA. After 
much debate, the All Union Society was accepted into membership 
on the condition that a site visit by the WPA Review Committee be 
made in 1 year. If the committee finds that psychiatric abuse has 
continued, a special session of the WPA General Assembly will be 
convened to consider suspension of the All Union Society. This ac- 
tion met our major concerns, represents remarkable movement by 
the Soviets, and was an effective compromise that set the tone for 
future monitoring and collaboration. 

My concern continues to be for the field of psychiatry and our 
patients, and anything that weakens psychiatry in any country ulti- 
mately hurts us as a field. It is time to move past debate and to pay 
attention to the scientific, social, and economic issues that affect 
care. I plan to work with the Office of International Affairs and the 
Council on International Affairs, chaired by Dr. Paul Fink, to in- 
crease the dialogue and educational interactions. 

I am most gratified by the creative leadership and energy shown by 
Past President Dr. Carol Nadelson as Editor-in-Chief of the Ameri- 
can Psychiatric Press, Inc. (APPI). In the past year she has been 
extremely active not only in broadening and strengthening the on- 
going work of APPI, but also in developing strong working relation- 
ships with potential authors in this country and abroad. The APPI 
Editorial Board has been expanded to include experts in a variety of 
clinical areas. Under the able guidance of Mr. Ron McMillen, Gen- 
eral Manager, APPI has begun publication of journals; this effort 
will provide an opportunity for leadership in such areas as neuropsy- 
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chiatry, psychosomatic medicine, psychiatric education, and psycho- 
therapy. Our expanded marketing efforts, coordinated by Ms. Karen 
Loper, have already resulted in new directions and greater income. 
APPI’s staff work in expanding our foreign markets has resulted in 
new professional and business alliances plus greater opportunities. 
In its 9 years of existence, APPI has become widely recognized and 
highly regarded in the publishing industry. Not only does it have a 
competitive edge in psychiatric publications, as evidenced by the 
content of book reviews and by sales volume, but its products also 
provide an opportunity for scientific education and negation of some 
of the stereotypes about psychiatry and psychiatric patients. 

The crisis in medical liability has been marked by questions about 
the availability and cost of general liability insurance in this country, 
and this situation has had a profound impact on many functions and 
activities. Just a few years ago, we had major problems obtaining 
needed liability insurance for our members. A separate corporation 
was formed—Professional Risk Management Services, Inc. (PRMS); 
by serving as our insurance administrator, PRMS has provided an 
important, cost-effective service for our membership. As a separate 
and young corporation, PRMS has faced problems of accountability 
and availability of insurance for all members and has dealt with issues 
specific to such areas as administration and general medical care. 

In December 1989 we received an offer from one of the four 
owners of PRMS to purchase the other owners’ shares of the com- 
pany. After careful review and consideration of the legal, fiscal, and 
service considerations, we agreed to sell our share. Not only did we 
receive a reasonable return on our initial investment, but we now 
have greater freedom and control. By not being bound to PRMS but 
still maintaining control of the APA Insurance Trust and risk man- 
agement policies, we can make strong demands for excellent service 
and maintain our freedom to negotiate with PRMS or other admin- 
istrators for our programs. The APA Insurance Trust remains un- 
changed, as does our participation in the various policy and proce- 
dural aspects of rate setting and risk management. We feel better 
able to protect our members while ensuring the availability of the 
most cost-effective insurance programs. Special acknowledgment 
must be made of the extraordinary efforts of Mr. Klein, APA Trea- 
surer Dr. Alan Levenson, Dr. Robinowitz, our consultant, Mr. Rich 
Feeley, and the APA members involved in the many insurance com- 
mittees. Our active efforts in this area have been vital to our mem- 
bers’ practices. 

Special note also should be made of the contributions of Ms. 
Elizabeth Thomas, who, in addition to her role as Assistant Director 
of the Office of Membership, serves as the ombudsperson for APA 
members in insurance-related matters. Ms. Thomas has developed a 
strong working relationship with PRMS and has been extraordinar- 
ily helpful in addressing and solving problems involving communi- 
cation and information. Through her efforts, the number and intensity 
of complaints related to insurance matters has fallen considerably. 

Business ventures, such as our work with PRMS, demand both 
substantive knowledge of issues affecting our members and their 
practices and a sound fiscal structure. The many business-related 
activities in which we have become involved are more difficult to 
predict than our more traditional functions and have demanded a 
monumental effort, including more staff coordination and proactive 
planning. I am especially grateful to Dr. Levenson, to the chairper- 
son of the APA Budget Committee, Dr. Steven Sharfstein, and to the 
many other members who have played key roles in ensuring income 
for the Association and in regulating our expenses. Dr. Jack White, 
Deputy Director for Business Administration, Mr. Robert Milanicz, 
Comptroller, and the staff involved in budget implementation also 
have done an excellent job. 

Mr. David McClanahan has contributed strongly to the smooth 
day-to-day functioning of my office. Ms. Katherine Chambless has 
been a marvelous addition to the team. Dr. Robinowitz also has been 
pivotal in this integrative effort, which, in my judgment, shows APA 
at its working best. Further, Dr. Robinowitz has consistently taken 
on increasing responsibilities in all areas of Association functioning 
and has performed magnificently. As far as | am concerned, our 
working partnership in day-to-day and long-range management is 
excellent. 

Of vital importance is the presence of a largely behind the scenes 
staff member who takes major responsibility for making it all hap- 
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pen. Ms. Carol Davis oversees the functioning of my office and all 
related events, while at the same time maintaining major staff sup- 
port for the demanding work of the Ethics Committee, the Ethics 
Appeals Board, and our involvement with the AMA. She has a spe- 
cial ability to develop and implement planning processes and is an 
extraordinarily knowledgeable and sensitive resource. The nature of 
her work is such that she rarely receives public attention or recog- 
nition. Yet her contributions are invaluable, and she has won the 
trust and respect of us all. 

Comments about “the best in APA” are a good link to my belief 
that we have been extremely fortunate in our choice of leaders. Dr. 
Pardes has been an outstanding President whose knowledge, vision, 
concern, and effectiveness have had a major impact on our functions 
and our future. His support of the best science, education, and pa- 
tient care and his positive involvement with a broad range of pro- 
fessional and consumer advocacy groups, such as the National Al- 
liance for Research on Schizophrenia and the Depressions, has 
strengthened the Association and the field. Our Speaker, Dr. Gerald 
Flamm, also has been exemplary. His sensitivity to and knowledge of 
Assembly moods, directions, and needs, as well as his warmth and 
caring, have made him especially effective for the Assembly and the 
Association. It has been a privilege to work with all of our members 
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this year toward a stronger and more effective APA, and I anticipate 
an excellent alliance with our next President, Dr. Elissa Benedek, and 
with our incoming Speaker, Dr. Edward Hanin, and all the other 
APA members who serve the Association and the field so ably. 

Extensive reports on the individual staff departments are available 
from the Central Office. These attest to the diversity, enormity, and 
complexity of staff efforts and demonstrate our commitment to 
strengthening the field and supporting our members and the patients 
they serve. It is a privilege and pleasure to be Medical Director of 
such a strong and vital organization. 
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Report of the Speaker 


Gerald H. Flamm, M.D. 


The Assembly is a large, heterogeneous group of representatives 
that meets twice a year as a whole and twice as area councils. Most 
of our business is carried out in the area councils, which receive and 
process information from the representatives of the district branches, 
minority groups, and Members-in-Training. At plenary sessions is- 
sues are either approved, tabled, or referred for further discussion 
and/or action to the Assembly Executive Committee, Joint Reference 
Committee, and/or Board of Trustees. 

The Assembly officers’ attendance at area council meetings has 
been highly informative in regard to local concerns and has been 
greeted favorably by the area councils. It has also helped the Assem- 
bly carry out its business and most appropriately address the con- 
cerns of our members. The attendance has also educated the Speaker 
and Speaker-Elect about the strengths and expertise of individual 
representatives, enabling appropriate appointments of Assembly 
committee members and liaisons to APA components; it has also 
provided the Speaker-Elect with experts to recommend to the Pres- 
ident-Elect for appointment to APA components. 

Thanks to the efforts of the officers, area representatives, and 
deputy representatives, the valuable contributions from minority 
and Member-in-Training representatives, and the active participa- 
tion of officers in area council meetings, we have accomplished a 
great deal and several issues with high priority for deliberation and 
planning have been identified. The following are the most pressing 
and have been determined by the economic environment and the 
need to do more with less. 

1. The aging of members and its impact on dues collection. With 
an increase in the number of members who reach Life status by 
fulfilling the “95” requirement—i.e., their age plus years of mem- 
bership in APA totals 95—dues income falls while expenses continue 
to rise. Some district branches suffer and report a need for prompt 
relief. Since the problem has been clearly recognized, several plans 
are under consideration and a committee has been appointed to 
make recommendations on alternatives. 

2. Managed care. This approach has become increasingly promi- 
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nent in medical care. While quality is given lip service, some agencies 
have addressed “‘the bottom line” at the expense of adequate patient 
care and treatment. The APA Central Office is collecting examples of 
abusive practices, and a component has been appointed to address 
the issues involved. Several model statutes aimed at making review- 
ing agencies accountable for their actions have been introduced into 
state legislatures, and additional strategies are being considered. 
Please report examples of abuses to the APA Office of Economic 
Affairs. 

3. Practice parameters. The federal government has begun to de- 
velop parameters for practice by all physicians. APA, in cooperation 
with the AMA and other specialty societies, has begun projects in the 
field. A principal goal is to maintain a clinical focus that will address 
availability, adequacy, appropriateness, and outcome of care and 
will demonstrate that what we do warrants the expense and prob- 
ably reduces overall longer-term general health care costs. Literature 
review and the application of clinical experience will be brought 
together in a process that will extend over a number of years. Cli- 
nicians, researchers, and, probably, patient groups will be involved 
over time. A component to review suggestions and define goals and 
methods will be appointed soon for preliminary work. 

I have been giving a great deal of thought to questions about the 
election process. About 40%—45 % of APA members vote. Who does 
and does not vote, and why? How do voters choose for whom they 
vote? Is it mame recognition, i.e., publications and lectures? Is it 
statements in Psychiatric News? Does receiving letters of support 
from members you know influence how you vote? Does geographic 
base significantly determine for whom members vote? Is the mem- 
bership satisfied with the present system, and are there suggestions 
for how to improve it? Despite the deficiencies, we have been for- 
tunate to have had good candidates; even though losing candidates 
have been hurt, the organization has not. 

About 41.9% of the eligible members voted in this year’s election. 
While this is not too bad a turnout for a large membership organi- 
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zation, I would like to see more membership voting, as one index of 
interest in APA and our efforts on their behalf. 

My recent predecessors addressed the composition of the Assem- 
bly with creativity and scholarship. Progress has been made, reduc- 
ing the urgency noted in the past. The Assembly Committee on 
Planning continues its work on representation, caucuses, and affili- 
ation with external organizations and specialty groups. | want to 
reemphasize the critical differences between representation in gov- 
ernance, liaison and communication, and subspecialization. The Ad 
Hoc Committee on Subspecialization, Dr. James Trench, chairper- 
son, has developed guidelines, which have been approved. They will 
be applied to groups seeking such status. Geriatric psychiatry has 
been approved as warranting consideration for “added qualifica- 
tions,” and the application is now in the hands of the American 
Board of Psychiatry and Neurology. Several other groups have in- 
dicated an interest in such recognition of their subspecialties, e.g., 
alcohol and drug abuse (addiction), consultation-liaison, and foren- 
sic psychiatry. Others will undoubtedly emerge. This issue is not 
directly related to governance. 

The Committee on Alcoholism and the Committee on Drug Abuse 
of the Council on Psychiatric Services have been terminated, and the 
Council on Addiction Psychiatry has been added to the governance 
structure. 

Many external organizations have indicated interest in affiliating 
with APA in different fashions. Some have requested assistance with 
lobbying efforts; others would like representation on or affiliation 
with related councils or committees; still others would like more 
opportunity to be heard without having a vote. 

I strongly endorse receiving as much input as possible from orga- 
nizations and individuals and encourage oral and written commu- 
nications to district branches, Assembly officers and representatives, 
committee chairpersons and members, and APA officers and staff. 
An example of membership impact through communication was the 
effective campaign to change the date of the scheduled meeting with 
the German Society of Psychiatry and Nervous Diseases. 

Dr. Paul Fink, a past President, has been meeting with external 
organizations and has mobilized interest in affiliation with APA, 
which has led to closer relationships. Ultimately, these affiliations 
may lead to direct representation of those organizations in APA. The 
role of the Assembly and its structure are topics of ongoing discus- 
sion by the Committee on Planning. 

Unfortunately, despite coverage in Psychiatric News, district 
branch newsletters, and reports from the Joint Commission on Gov- 
ernment Relations, the Joint Commission on Public Affairs, and the 
Division of Economic Affairs, many members do not feel adequately 
informed; continued education is necessary. The forums for the dis- 
trict branch presidents-elect and staffs before the 1989 fall Assembly 
meetings involved more members than ever before and, together 
with the stimulating orientation of the district branch presidents- 
elect, executive secretaries, and directors, provided another level of 
education and communication. 


As I complete my term as Speaker, I want to thank the Assembly 
for permitting me to serve. It has been a rewarding and satisfying 
experience for me, and a great deal has been accomplished by the 
Assembly. It has matured, gained respect, and grown in stature. 
Solid working relationships have been established with the Board of 
Trustees and the Joint Reference Committee. The Assembly has par- 
ticipated in the bridging of components and has increased input from 
and transmission to the membership at large. 

I have been fortunate to have worked with such outstanding peo- 
ple. Dr. Melvin Sabshin, our Medical Director, is a remarkable 
leader and executive. His national and international activities and 
standing are beyond words. He has developed an extremely impres- 
sive staff and very early recognized Dr. Carolyn Robinowitz’s ability 
and helped her develop into his sound and reliable backup. She, like 
Dr. Sabshin, has been a valuable facilitator of Assembly and APA 
business. The other deputy medical directors and the directors of the 
staff offices have been supportive and highly cooperative and have 
often sought the advice and reaction of the Assembly. 

Ms. Claudia Hart’s work with the Joint Reference Committee and 
in developing the joint meetings of the Joint Reference Committee 
and the Assembly Executive Committee was of notable assistance 
and is warmly acknowledged. | deeply appreciate both the value and 
style of Ms. Lea Mesner and Ms. Jeanne Robb in their work with the 
Board of Trustees and support of the Assembly. Jeanne Robb is the 
spirit, historical memory, organizer, and backbone of the Assembly. 
Despite her recent adversity, she carried on with tireless efficiency. 
Thanks to Mr. Michael Murphy’s ability to learn quickly, he has 
been reliably available to assist Jeanne and the Assembly. 

One additional special pleasure | have had is working with our 
President, Dr. Herbert Pardes. He is more of a Renaissance man than 
anyone I know—teacher, researcher, clinician, administrator, and 
brilliant leader who listens, quickly understands, focuses, and cuts 
Gordian knots with ease. He has been inspirational and has in- 
creased the public’s and our understanding of how research trans- 
lates into clinical practice and good patient care. 

My job would not have been possible without the invaluable as- 
sistance, support, and friendship of our Speaker-Elect, Dr. Edward 
Hanin, and Parliamentarian, Dr. James Trench. Ed’s contributions 
have been crucial in numerous committees, and the Assembly’s rep- 
utation has been enriched by them. Our past Speaker, Dr. John 
McIntyre, and Recorder, Dr. Bernice Elkin, were available whenever 
I needed them, and I appreciate their help. 

Not to be overlooked, the area representatives and their deputies 
and the minority and Member-in-Training representatives and their 
deputies deserve my profound thanks for their hard work in the 
areas and their generous contributions to all of us. And finally, each 
and every member of the Assembly has played a role in advancing 
the business of the body and its reputation, and I express my appre- 
ciation for their cooperation and support. 


Report of the Speaker-Elect 


Edward Hanin, M.D. 


My year as Speaker-Elect was truly an incredible learning experi- 
ence. That is really what an “elect” year should be, an opportunity 
to learn from others how to do it right before one carries the full 
burden of office. I cannot say what kind of student I have been, but 
I can tell you that I have had some pretty wonderful teachers. 

The Speaker-Elect serves as vice-chairperson of the Joint Refer- 
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ence Committee, is invited to attend meetings of the Budget Com- 
mittee, and sits on the Board of Trustees, with voice. In addition, 
during the past year, | was privileged to serve on the Board Com- 
mittee on Insurance, the Ad Hoc Committee to Evaluate Quality 
Assurance Activities, and the Ad Hoc Committee on Managed Care. 
In all of these assignments I was the Assembly’s representative, and 
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I hope that I was able to fairly and accurately present the sense of the 
Assembly. I was exposed to a broad range of issues and had an 
opportunity to hear both from APA leadership and from the mem- 
bers in the district branches. 

As I have represented the Assembly in a number of different are- 
nas, I have felt proud of the respect in which the Assembly is held 
throughout our organization. That the Speaker of the Assembly sits 
next to the President at Board meetings is not empty symbolism. It 
represents the importance of the deliberations and actions of the 
Assembly, not only to us within that body, but to others at all levels 
of APA activity. There is no meeting I attend where, as an issue is 
being debated, someone does not turn to me and ask, “How will the 
Assembly feel about this?” or “What would the Assembly want to 
see happen here?” The Assembly is seen as a valuable conduit for the 
ideas of the members, the psychiatrists in the district branches who 
practice in the wide variety of modes and settings that represent the 
strength of this profession. The deliberations in the area councils and 
the debates on the floor of the Assembly have increasingly shown a 
responsible participation in the framing of approaches and solutions 
to the many issues presented to us. Many APA committees, espe- 
cially those developed to deal with emerging issues, are more likely 
than not to be joint Board-Assembly committees with members ap- 
pointed by both President and Speaker. 

Particularly gratifying to me has been the growth of the role of the 
Assembly Executive Committee, both in acting for the Assembly 
between meetings and in developing strategies to effect the actions 
taken by the Assembly, since such a role was first proposed by the 
Assembly Committee on Planning. I do not think any of us foresaw 
what an effective body it would become in just a few years. All this 
did not just happen. It is the result of the tremendous leadership our 
past Speakers have given to the Assembly. I would especially like to 
note the ones with whom I have worked most closely: Drs. Roger 
Peele, Irvin Cohen, and John McIntyre. Their breadth of vision, their 
ability to shape debate so that, although meaningful and intense, it 
never became acrimonious, and the tremendous respect they engen- 
der in all with whom they work have had much to do with making 
the Assembly the vital body it is today. 

Dr. Gerald Flamm, our Speaker, is a delight. I am introduced to 
more people when I walk down a corridor with Gerry than in all my 
prior years in APA. He knows everyone, likes everyone, and is well 
liked by them. His devotion to the Assembly and to APA is incred- 
ible, and the sacrifices he has made on our behalf are known only to 
those who know how hard he works to represent our views. He 
listens carefully, always considers how practitioners would be af- 
fected, and once having made his decision, is a forceful and fluent 
advocate. Watching him operate, and I mean that in the best sense of 
the word, is to understand what is meant by leadership. I have tried 
to take notes, especially on all his jokes, but I doubt that I will be 
able to tell them nearly as well as the master. 

The Joint Reference Committee is a relatively new body in the 
APA governance structure and, as such, is still undergoing change 
and development. It provides an opportunity for council chairper- 
sons, Assembly officers, and representatives from the Board to to- 
gether digest and focus issues for final decision by the Board of 
Trustees. This year the Joint Reference Committee was ably chaired 
by Dr. Elissa Benedek, our President-Elect. She is an incredibly 
skilled chairperson. The Joint Reference Committee is a large group, 
the issues are complex, and members’ opinions differ, sometimes 
strongly. Dr. Benedek’s ability to allow a free and full discussion 
while getting a diverse group to collaborate and proceed through an 
agenda is a true gift. This was the second year that a joint meeting 
of the Joint Reference Committee and Assembly Executive Commit- 
tee was held. Unlike the somewhat ceremonial first meeting, this time 
the two groups were given two of the toughest items on the APA 
agenda, managed care and practice parameters. The discussion was 
freewheeling and intense. Neither group felt in the least constrained 
or intimidated by the presence of the other, and the final outcome of 
the collaborative discussions was better than either group could have 
achieved on its own. It served as a model of how Board-Assembly 
collaboration can effectively direct APA toward creative solutions 
for difficult problems. 

The President-Elect and the Speaker-Elect spend a lot of time 
together working on appointments. Dr. Benedek has been extremely 
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sensitive to the value of Assembly input in the appointment process. 
Since many more of our dedicated members offer to contribute their 
time to APA than we are able to appoint to components, I wish | 
could say that I have nothing to do with appointments. That would 
simply be untrue. I have been asked for input on every appointment 
Dr. Benedek has made, and I am most appreciative of her collabo- 
ration with me and, really, with the Assembly. I only wish that we 
could have appointed all the excellent physicians who are willing to 
work for APA. Dr. Benedek will be a wonderful President and 
spokesperson for APA. I look forward to her presidential year with 
great enthusiasm. 

My opportunity during the past year to attend meetings of the 
area councils has given me an even greater appreciation of the caliber 
and accomplishments of our Assembly members and of the area 
officers. Each area is unique, but all share a determination to think 
through the critical issues facing psychiatry today. The quality of the 
discussions is truly impressive. Area councils are a valuable and, I 
think, underutilized resource of APA. They are close to the grass- 
roots of the organization, having representatives from every district 
branch, Members-in-Training, and the minority and underrepre- 
sented groups as well. 

The legislative and public affairs networks often meet at the time 
of the area council meeting. We need to look at ways in which the 
area councils can be better used to convey information to our mem- 
bers and to bring member input to our leadership. 

We have a wealth of talent in the Assembly. Our members show 
their worth and dedication not just in the debates on the floor at 
Assembly meetings, but also in the way they participate in their 
councils. I will certainly be looking to the Assembly for lots of help 
in the next year. 

APA has wisely placed responsibility for the oversight of govern- 
ment affairs and public affairs in the hands of joint commissions, 
bodies responsible to both the Board and the Assembly. Members of 
these commissions are selected by area councils and meet with their 
respective area councils. The chairpersons report directly to the As- 
sembly. APA’s activities in these two areas are critical to the success 
of any efforts to overcome stigma, educate the public and govern- 
ment, and advance legislation in the interest of our patients and 
members. Through networks they link all the district branches. The 
public affairs and legislative representatives of the district branches 
work hard and are becoming increasingly important, as so much 
legislative and regulatory activity is shifting to the local level. This 
past winter I attended the excellent State Legislative Institute at 
Dana Point, Calif., organized by the Joint Commission on Govern- 
ment Relations and the Division of Government Relations. In Feb- 
ruary 1991, a public affairs institute will be held for the district 
branch public affairs representatives. I look forward to attending, 
and I know from past experience it will be a valuable experience for 
me and for all who attend. 

APA has been most fortunate to have Dr. Herbert Pardes as our 
President this past year. His ability to organize, to synthesize, and to 
reach decisions quickly has been especially important during these 
fast-moving times. He is a skilled, articulate spokesman for psychi- 
atry and psychiatric patients. He has worked hard to forge links with 
advocacy groups, whose support of psychiatric research has been a 
vital element in obtaining increased funding for research. He has 
been a true statesman and leader. 

No report of a Speaker-Elect can be complete without much praise 
and thanks to the Central Office staff. Dr. Melvin Sabshin and Dr. 
Carolyn Robinowitz have been both most supportive of me and very 
patient as I have proceeded with my on-the-job training. We are very 
fortunate to have such physicians working for our patients and our 
profession. We need such individuals as our advocates. The past 
year, in many ways, has not been an easy one for the APA Central 
Office. The skill with which difficult decisions were made and diffi- 
cult actions carried out by Mel Sabshin, ably assisted by Carolyn 
Robinowitz, will allow APA to continue to be a strong and effective 
operation. 

I have learned to have tremendous respect for Mr. Jay Cutler and 
the staff of the Division of Government Affairs and the Office of 
Economic Affairs. Equally, Mr. John Blamphin and the staff of the 
Division of Public Affairs deserve praise for their efforts on our 


behalf. 
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Ms. Claudia Hart’s work with the Joint Reference Committee 
deserves special mention, as do the efforts of Ms. Lea Mesner with 
the Board, Mr. Michael Murphy with the Assembly, and Ms. Alison 
Bondurant, who was of great help to Dr. Benedek and me in the 
appointment process. Mr. George Campbell, Ms. Olga Damschen, 
and the staff of the Office of Meetings Management have been most 
helpful and creative in ensuring that the meetings of the Assembly 
and its committees run smoothly. 

Ms. Jeanne Robb deserves very special thanks from all of us. She 
makes everyone she works with look good. If I have done things 
well, it was because I followed her advice. If things turned out bad, 
it was because I did not. She has been of invaluable assistance to me. 
She is a remarkable human being and a true friend. Jeanne, thank 
you. 

A number of critical issues will require close attention from the 
Assembly and, indeed, from the entire organization during the next 
year. Let me mention those | feel will require special efforts. 

Managed care means many different things to different people. 
However, we all know that whatever it is, we are living with it and 
will be for the foreseeable future. It has had and will continue to 
have an impact on the economic environment in which we practice. 
Whether as a physician working for a health maintenance organi- 
zation or preferred provider organization or as a private practitioner 
pleading with nonmedical utilization review personnel for a few 
more days to allow a patient’s condition to stabilize or a few more 
visits to consolidate gains made, many of us are practicing in ways 
quite different from those with which we were familiar. Managed 
care has not arisen in a vacuum. It is an attempt by government, 
insurance companies, and employers to control costs, which are felt 
to be too high. Unfortunately, as an industry it has developed very 
rapidly, has few if any standards, is unregulated, and can create 
havoc when it attempts to achieve cost savings at the expense of 
quality care. APA’s response must be multifaceted. Clearly, members 
need help in coping with the flood of calls from reviewers, many of 
whom seem to know very little about psychiatric illness. There is a 
need to educate the public about the limitations of certain coverage, 
limitations of which they are often unaware. We need to determine 
whether the alleged increases in the cost of treating psychiatric ill- 
nesses truly exist and, if so, what we can do about them and, if not, 
how to disseminate this information. We need to educate our mem- 
bers about the economic realities of health care as they emerge and 
prepare members to practice in the new treatment settings in an 
ethical and professional manner. We need to be alert to the move- 
ment toward some form of national health planning and be prepared 
to shape the proposals in ways beneficial to our patients. The Ad 
Hoc Committee on Managed Care has come up with a plan for 
action, approved by the Board of Trustees, which will help launch 
such activity. 

On the basis of the Assembly’s recommendation for the formation 
of a permanent component on managed care under the Council of 
Economic Affairs, such a committee was approved by the Board and 
now has its charge and should soon become active. This committee 
will need to determine longer-range strategies for effectively collab- 
orating with the providers of health care coverage and for establish- 
ing reasonable standards for utilization review and reviewers. APA 
will be making a major commitment of resources to these activities, 
but we must. Our members have indicated their feeling that this is 
the single most important issue affecting their practices, and we must 
do something to help. This will clearly be a major area of discussion 
and interest in the Assembly. 

Members expect APA to be aggressive in pursuing the interests of 
psychiatry. They expect us to be proactive, not reactive, and on top 
of crises, not under them. They want APA to battle hard on behalf 
of the mentally ill. To my mind, APA has done incredibly well in this 
regard, but there are always new challenges. For example, APA’s 
activity on behalf of members in the areas of managed care and 
practice parameters is vital but costly. Yet member dues cannot rise 
beyond reason, and alternative sources of revenue are not obvious. 
Some say APA should prioritize and decide which of all the good 
things it does are most essential. But who is willing to see their 
special area of interest receive a low priority? The joint Board-As- 
sembly Ad Hoc Committee on Membership and Fiscal Policies is 
studying the whole issue of member dues and member satisfaction. 
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After our remarkable success in attracting Members-in-Training, 
there are not many left to bring to APA. We will probably not see the 
kind of growth in membership that was seen in the 1980s, and like 
the country in general, we will be aging as an organization. We are 
already seeing a loss of members from district branches with high 
dues. Yet these district branches, like the national organization, are 
asked to be more and more active while still receiving only dues as 
revenue. Some recommendations from this ad hoc committee will be 
heard at the next Assembly meeting. They will need to be carefully 
reviewed. However, the work of this task force will be ongoing, and 
I see further recommendations for action as another substantial issue 
for the Assembly during the next year. 

At this annual meeting, the Assembly will be reviewing the criteria 
for subspecialty status. The trend is obvious, and we already see a 
myriad of special psychiatric organizations emerging. Some repre- 
sent practice specialties, and others focus on practice settings (pri- 
vate practice, the military, community mental health centers, etc.). 
Yet others reflect the background or country of origin of the mem- 
bership. Such diversity is healthy and invigorating so long as it does 
not fragment APA or, even more important, the profession of psy- 
chiatry. Dr. Paul Fink should be commended for focusing our atten- 
tion on fragmentation during his presidential year. A dozen voices, 
all claiming to speak for American psychiatry, do not have the clout 
of a single voice that represents all of psychiatry. Yet such unanimity 
comes about only if all psychiatrists truly feel part of APA and fully 
represented. APA has been described as a tent in which all of the 
various special interests can be comfortable. But how do we ensure 
that members continue to feel at home in APA, that their interests 
are truly understood, and that they would not be better served 
through membership in some other, more narrowly focused organi- 
zation? As costs rise and our members’ incomes do not keep pace, 
this will be an increasingly important factor. A lot of good thinking 
has gone on so far, but to my mind, we have not come up with good 
solutions. The character of the Assembly, and whether it can con- 
tinue to develop and change as a representative body, appears to me 
to be critical to the outcome. 

We in psychiatry are facing so many issues critical to our specialty 
that I am almost embarrassed to suggest that APA governance and 
structure is something on which we need to spend time. But it is. Our 
ability to react quickly and implement solutions quickly is key to our 
success as an organization, no matter what the substantive issue. I 
have seen the increased use of ad hoc task forces, often appointed 
jointly by the Board and Assembly, as a way of quickly bringing 
together an action-oriented group that can present recommenda- 
tions to the Board. 

This mechanism has served us well in several areas, but it does 
ignore the existing council and component structure. It requires the 
Board to too often act as a committee of the whole, without the 
usual predigestion of issues our component structure and Joint Ref- 
erence Committee should provide. I am personally delighted at the 
way in which the Assembly Executive Committee has been able to 
act between meetings of the Assembly to provide meaningful Assem- 
bly input into the deliberations of other elements in the organization. 
I have seen the Assembly grow in significance as a result of this and 
become more careful and responsible in its deliberations and recom- 
mendations. However, the Assembly Executive Committee is not the 
Assembly, and we must be careful not to substitute the workings of 
a small dedicated group for the deliberations of the larger body. | 
will try, through my appointments, to make sure the Assembly mem- 
bership is included as much as possible in the deliberations on crit- 
ical issues and to be sure such discussions are brought early to the 
attention of the Assembly. 

I have saved for last what I feel may be the most important and 
difficult issue facing us today: the development of meaningful and 
usable practice standards for the field. These parameters are likely to 
define the practice of psychiatry for the foreseeable future. If these 
are not formulated carefully and well, we will have done the field a 
grave disservice. If we do not formulate them at all, others will do so 
for us, with grave consequences for our patients. Our standards must 
be developed as part of the effort by all of medicine, but no one but 
psychiatry can define our practice standards. I was pleased with the 
discussion in the joint meeting of the Assembly Executive Committee 
and the Joint Reference Committee on parameters of care and with 
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their recommendation that a special Board-Assembly committee be 
established to begin work on such parameters. This committee will 
have to consult many components of the organization, draw on the 
expertise of distinguished researchers and educators, and ensure a 
sound research base. To me, the most critical element in the devel- 
opment of these standards will be the input of clinically experienced 
practitioners. Such input will be critical to their quality, their use- 
fulness, and their acceptance by psychiatrists who directly treat pa- 
tients. I feel this is the major task for our profession at this time and 
feel confident that it will be done well. We are not starting from 
ground zero. The widely admired Treatments of Psychiatric Disor- 
ders (1) and our task force report on ECT (2) provide a foundation 
that will make the task somewhat easier. 

I am sure that I have forgotten to express my appreciation to many 
people who have made this year an exciting and stimulating one for 
me, e.g., my colleagues on the Assembly Executive Committee and 
the Joint Reference Committee, the Assembly members I have met 
and worked with. If I have forgotten anyone, it is because of my poor 
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memory, not any lack of appreciation. I have had a tremendous role 
model in our current Speaker. Although I do not expect to match his 
accomplishments, I do look forward to a challenging and productive 
year. The ability of all of us—Board, Assembly, councils, commit- 
tees, district branches, staff, and, most important, our members—to 
work together and see ourselves as a single effective force will help 
keep psychiatry the dynamic and creative profession it has always 
been. 
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Report of the Committee on Constitution and Bylaws 


Ralph A. O’Connell, M.D., Chairperson 


The Committee on Constitution and Bylaws held one formal 
meeting this year. I wish to thank the members of the committee, 
Drs. Henry Payson, Gerald Sarwer-Foner, Walter Shervington, 
William Spriegel, and Richard Thurrell; our Assembly liaison, Dr. 
Lee Park; and staff member Ms. Carol Lehmann for handling com- 
mittee business expeditiously. 

The committee discussed several issues that were referred to it by 
the Board of Trustees and originated in the Committee on Member- 
ship. It prepared amendments that, if passed, would 1) extend the 
option of Corresponding Membership to psychiatrists living in Mex- 
ico, Central America, and the Caribbean, 2) exempt medical stu- 
dents from the dual membership requirement and yearly dues, re- 
quiring only a one-time fee when they join, and 3) abolish the 
category of Associate Membership but allow members currently 
holding this status to retain it. 

The Board approved all amendments for reading to the member- 
ship at the 1990 annual meeting and placement on the 1991 ballot. 
The text of the amendments follows. 


Proposed Amendments to the Bylaws 


The following amendments were approved by the Board of Trust- 
ees in December 1989 and March 1990 for reading to the member- 
ship at the 1990 annual meeting. The amendments will be dissemi- 
nated to the membership not later than Jan. 1, 1991, and will appear 
on the 1991 ballot. In the text below, brackets indicate deletions and 
italics indicate additions. 


Proposed amendment 1. This change would extend the option of 
Corresponding Membership to members permanently residing in 
Mexico, Central America, and the Caribbean. 


Chapter One. Members 


12. Corresponding Fellows and Members shall be physicians 
living outside the jurisdiction of the Association who would 
otherwise be qualified for membership. Physicians permanently 
residing outside the jurisdiction of a District Branch but within 
the jurisdiction of the Association who would otherwise be 
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qualified for membership may become Corresponding Fellows 
and Members. 


Proposed amendment 2. This series of amendments would exempt 
medical students from the dual membership requirement and yearly 
dues, requiring only a one-time fee when they join. 


Chapter One. Members 


4. (a) Medical Student Members shall be physicians-in- 
training who are enrolled in a school of medicine, including 
schools of osteopathic medicine. Medical Student Membership 
shall not include voting privileges, nor shall years as a Medical 
Student Member count toward eligibility for Life Membership 
or Life Fellowship. 


Chapter Two. Membership Processing 


1. Admission to membership (other than Medical Student 
Members) shall require valid election by the appropriate Dis- 
trict Branch approved to process membership applications, with 
certification by the Membership Committee that constitutional 
requirements have been met. District Branch membership is 
waived for Medical Student Members until graduation from 
medical school, at which time those Medical Student Members 
eligible for Member-in-Training status must join the appropri- 
ate District Branch in order to advance to Member-in-Training. 

An applicant for membership may be refused election or pro- 
motion to more advanced membership, or transfer to another 
District Branch, on the basis of the provisions of Chapter One 
of the Bylaws or on the basis of criteria of ethical and profes- 
sional suitability established by the Board and the Membership 
Committee and applied by the appropriate District Branch. A 
rejected applicant must be informed by the District Branch of 
the right to appeal through the Recorder to the Assembly for 
adjudication. 

If the local District Branch is not approved by the Board to 
process membership applications the District Branch shall for- 
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ward the application with its recommendation to the Member- 
ship Committee of the Association. 

An applicant for membership who does not live or practice 
within the jurisdiction of a District Branch, or an applicant for 
Medical Student Membership, may apply through the Secretary 
of the Association. 

The Board shall be the final judge of the acceptability of all 
candidates for membership. 

2. Advancement to Member-in-Training from Medical Stu- 
dent Member shall require valid election by the appropriate 
District Branch. [and] Advancement to General Member from 
Member-in-Training or Associate Member shall be by the same 
process as for election to membership. 


Chapter Eight. Privileges and Responsibilities 


6. Every Fellow, General Member, Associate Member, and 
Member-in-Training [and Medical Student Member] shall pay 
both dues and assessments as determined by the Board and the 
District Branches. Medical Student Members shall pay a one- 
time, national membership dues. All other categories of mem- 
bership shall be exempt from paying dues and assessments to 
both the Association and its District Branches. A dues-paying 
member shall be exempt from paying such dues and assessments 
when the sum of the member’s years of active membership in 
the Association plus the member’s age at the start of the fiscal 
year shall equal 95. 

Such dues will include amounts allocated to subscriptions for 
The American Journal of Psychiatry and for Psychiatric News. 


The membership application shall contain a provision for allo- 
cation of a specific portion of the dues to pay the cost of peri- 
odical subscriptions to these publications. Dues exempt mem- 
bers shall pay a reduced subscription rate for these publications 
if such members desire to receive them. 


Proposed amendment 3. These amendments would abolish the 
category of Associate Membership. Members currently holding this 
status would be permitted to retain it, but no new applicants would 
be accepted. 


Chapter One. Members 


4. (b) Members-in-Training shall be physicians who have 
been accepted into an approved psychiatric residency training 
program. Member-in-Training status shall not exceed six years, 
and upon completion of approved residency training, Members- 
in-Training shall be advanced to General Membership. [If ap- 
proved residency training is not completed within six years, Mem- 
bers-in-Training shall be transferred to Associate Membership. ] 

5. Associate Members shall be physicians who have com- 
pleted at least one year of acceptable full-time training or expe- 
rience in psychiatry, and who have been granted Associate 
Membership status by December 1989, but are not eligible for 
Member-in-Training or General Membership categories. Asso- 
ciate Members must either have a valid license to practice med- 
icine or hold an academic, research, or governmental position 
that does not require licensure. 


Report of the Committee on Membership 


Michael J. Vergare, M.D., Chairperson 


The Committee on Membership met on Sept. 12, 1989, and Nov. 
7-10, 1989, in Washington, D.C. Present were Drs. Michael J. Ver- 
gare (chairperson), Jack W. Bonner III, Fernando J. Cabrera, Lois B. 
Fuller, Robert L. Leon, Rodrigo A. Munoz, Donna M. Norris, Nor- 
man Rosenzweig, Aron S. Wolf (Assembly liaison), John S. McIntyre 
(consultant), Siobhan Coomaraswamy (consultant), Marta DeLalla 
(Director, Office of Membership), and Office of Membership staff. 
The following guests were also present: Drs. Melvin Sabshin (Med- 
ical Director), Carolyn B. Robinowitz (Deputy Medical Director), 
Nada Stotland (chairperson, Committee on Women), Steven Sharf- 
stein (chairperson, Budget Committee), Ronald Shellow (chairper- 
son, Assembly Committee on Planning), David J.M. Whitehouse 
(chairperson, Committee of Young Psychiatrists), Robert McDevitt 
(chairperson, Ethics Committee), and Captane Thomson (President, 
California Psychiatric Association) and Ms. Andrea Morgan (Direc- 
tor, Office of Resource Development). The committee met jointly 
with the Assembly Committee on Recruitment/Retention and Mem- 
bership Affairs on Friday, Nov. 10, 1989. 


INFORMATION ITEMS 
Membership Development 
The total membership as of April 1, 1990, was 36,348. The APA 


membership increased from 25,345 members in January 1980 to 
36,208 at the beginning of 1990, for an average net gain of over 
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1,080 members per year. The distribution by member class in each 
year since 1984 can be seen in table 1. 

The committee reviewed the extensive recruitment activities of the 
Office of Membership. Recruitment projects included, but were not 
limited to, contacting residency training directors and chairpersons 
of departments of psychiatry for their assistance in recruitment of 
residents and medical students, working with the Office of Research 
in recruiting research psychiatrists, and contacting 725 psychiatry 
residents in postgraduate year 1 (as reported in the 1988 resident 
census) and diplomates of the American Board of Psychiatry and 
Neurology and inviting them to become members. 

The value of retaining younger members continues to be evident. 
During 1989, 1,070 Members-in-Training were advanced to Gen- 
eral Membership, compared with 922 during 1988. Table 2 shows 
the numbers of General Members gained through enrollment and 
through advancement from Member-in-Training for the past 5 
years. 

Overall, the numbers of enrollments and reinstatements were 
higher in 1989 than in 1988. Membership transactions during all of 
1989 can be seen in table 3. 


Committee of Young Psychiatrists 


The Committee on Membership met with David J.M. White- 
house, M.D., chairperson of the Committee of Young Psychiatrists, 
and discussed mutual concerns regarding issues confronting those 
just starting their careers in psychiatry. One topic was graduated 
APA dues, which would ease the transition from Member-in-Train- 
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TABLE 1. Members in Each Class, 1984 to 1990 
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a 


Jan. 1, 1984 Jan. 1,1985 Jan. 1, 1986 Jan. 1, 1987 Jan. 1, 1988 Jan. 1, 1989 Jan. 1, 1990 
Membership Class N % N % N % N % N % N % N % 
Medical Student Member 0 0.0 208 0.7 420 3 605 1.8 608 1.8 658 1.9 721. 20 
Member-in-Training 3,310 11.4 4,220 13.8 4,485 1 3054 15.1 5,366 15.6 5,594 15.9 5856 16.2 
Associate Member 322 1.1 326 1.1 334 0 330 1.0 302. 039 263 0.8 228 0.6 
General Member 17,170 592 17,195 56.4 18,135 O 18,340 54.9 18,653 54.4 18,847 53.6 19,299 53.3 
Fellow 3,736 129 3,628 11.9 3,497 0 3,738 412 3770 490 3546 104 3534 38 
Life Member 980 3.4 1,107 3.6 1,070 * 12351 37 1365 40 1,700 48 18464. 51 
Life Fellow 2,308 8.0 2,518 83 2,566 1 2,008 78 2753 8.0 3,033 8.6 3133 %7 
Life Associate 29 8604 28 0:1 30 1 a4: O4 39 ° 0.1 S2. O02 53- -03 
Inactive Member 502 t.7 580 1.9 601 9 587 1.8 682 2.0 ZTS 2.0 745 24 
Inactive Fellow 139 0.5 145 0.5 137 4 129 0.4 132 0.4 119 0.3 113 0.3 
Corresponding Member 247 0.9 284 0.9 292 9 S34 TD 350 1.0 362 10 393 Y 
Corresponding Fellow 205 0.7 ae -07 208 7 219 = (0.6 222 0.6 220 0% 228 0.6 
Distinguished Fellow 2A- -i 29 -03 29 1 30 Qi 30 0:1 30 -Q1 28- Ol 
Honorary Fellow 32: -0i 35.0.1 33 1 33 Q1 34 01 3i oi 2% Q1 
Total 29,009 100.0 30,514 100.0 31,837 0 33,293 100.0 34,306 100.0 35,168 100.0 36,208 100.0 


TABLE 2. General Members Gained From Enrollment and Ad- 
vancement, 1985 to 1989 

2 EA a ee 
Advanced From 


Total New Member-in-Training 

General pie 2 iain Mace 

Year Members Enrolled N % 
1985 1423 480 641 SY 
1986 1,107 395 712 64 
1987 1,105 285 820 74 
1988 1,185 263 922 78 
1989 1,285 215 1,070 83 


ing dues to first-year General Member rates. The difference between 
these rates in 1990 is $155 ($70 and $225), and of the 63 district 
branches using the centralized billing service, only five have gradu- 
ated dues for General Members. The Committee of Young Psychi- 
atrists recommended that all district branches consider graduated 
dues to allow a smoother transition, and the Committee on Mem- 
bership endorsed that recommendation. 

Concern was expressed over the fact that some district branches 
bill at the General Member rate before formal advancement from 
Member-in-Training, and it was recommended that this practice be 
discontinued. 

The committee defines “young psychiatrists” as those under age 
40 and/or within the first 5 years of practice after training. To help 
young psychiatrists make the transition from residency to practice 
and to minimize the potential for fragmention, the Committee of 
Young Psychiatrists recommended, and the Committee on Member- 
ship endorsed, the establishment of committees of young psychia- 
trists at the district branch level. 

Dr. Whitehouse reported that his committee is working toward 
the establishment of a resource book addressing supervision, confi- 
dentiality, peer review, setting up a private practice, ethics, and ca- 
reer development. Such a publication would be of value to psychi- 
atrists who are moving from training to their psychiatry careers. The 
committee reviewed what the Office of Membership sends in its 
packet for new members, with a view toward expanding it to include 
more of the information the Committee of Young Psychiatrists was 
considering developing. 


Medical Student Members 


Fifty-five district branches responded to a questionnaire concern- 
ing proposed changes to the policy governing membership for med- 
ical students. An overwhelming majority of the respondents were in 
favor of the following changes: 1) a one-time fee for national dues, 
as opposed to annual dues, and a waiver for Medical Student Mem- 
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bers who have already paid dues, and 2) exemption of Medical 
Student Members from the APA/district branch dual membership 
requirement, allowing APA affiliation only. All branches will be pro- 
vided with lists of Medical Student Members in their jurisdictions to 
facilitate interaction and communication. A proposal to make these 
changes to the Constitution and Bylaws will be placed on the 1991 
ballot. 


Committee on Women 


During its meeting in September 1989, the Committee on Mem- 
bership welcomed Dr. Nada Stotland, chairperson of the Committee 
on Women, and discussed issues and APA activities of importance to 
female psychiatrists. 

Dr. Stotland advocated increased collaboration between the two 
committees to enhance the recruitment of women into APA and to 
devise means of better serving their needs and interests. Specifically, 
Dr. Stotland requested that the Committee on Membership support 
the Committee on Women in its efforts to obtain direct funding from 
APA for the Committee on Women Activity Center at the annual 
meeting (making it a line item), rather than having to rely on the 
vagaries of outside funding; the cost of these activities is estimated at 
$8,000 per year. The Committee on Membership recognizes that this 
center is an important gathering place where information about the 
Association is exchanged, and it encourages funding for this activity. 
Staff from the Office of Membership will lend support to the center 
during the annual meeting to the extent that their other responsibil- 
ities permit. 

Dr. Stotland discussed means to ensure that female psychiatrists 
are well integrated into the governance structure, particularly at the 
district branch level, and suggested enhanced interaction between 
the district branches’ membership committees and committees on 
women. Dr. Stotland indicated it is also necessary to recognize that 
women must often assume multiple roles and that financial hardship 
may result from family obligations and consequent reductions in 
professional activities; therefore, flexibility must be demonstrated 
with respect to requests for dues relief. 

Some of the other issues discussed were the impact of subspecial- 
ization on women (both as patients and physicians), the disparity in 
the proportions of men and women certified in psychiatry, and the 
impact on women of the proposals for recertification. 


Census of Residents 


Detailed statistical information compiled from the 1988—1989 
APA census of residents was distributed. A total of 6,048 residents 
were reported for the 1988—1989 census year. The committee noted 
that there was a sizable increase in the number of physicians under- 
taking psychiatry residency training (an increase of 219 over the 
1987-1988 census year). The number and percentage of female res- 
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TABLE 3. 1989 Membership Transactions 





Transaction Number 
Gains 2,042 
New members 1,930 
Medical Student Members 316 
Members-in-Training 1,357 
General Members 215 
Members-at-Large 4 
Corresponding Members 29 
Corresponding Fellows 8 
Honorary Fellows 1 
Reinstatements 112 
Medical Student Members 1 
Members-in-T raining 23 
General Members 86 
Fellows 1 
Inactive Members 1 
Losses 1,002 
Resignations and drops 787 
Resignations from APA 211 
Drops for nonpayment of APA dues 412 
Drops/resignations from district branches and thus 
from APA 164 
Verified deaths 215 
Net gain 1,040 
Changes in membership status 1,906 
To Member-in-Training from 176 
Associate Member 1 
General Member 27 
Medical Student Member 148 
To General Member from 1,075 
Medical Student Member 1 
Member-in-Training 1,070 
Inactive Member 2 
Associate Member 1 
Corresponding Member 1 
To Corresponding Member from General Member 5 
To Corresponding Fellow from Corresponding 
Member 3 
To Fellow from 207 
General Member 204 
Life Member (to Life Fellow) 3 
To Life status from 440 
Fellow (to Life Fellow) 180 
General Member (to Life Member) 186 
Life Member/Fellow (to 50-Year Life Member) 69 
Associate Member (to Life Associate) 5 
Transfers of district branch affiliation 1,158 
Between district branches 1,103 
From Member-at-Large to a district branch 32 
From a district branch to Member-at-Large 23 
Recommendations for deferral or denial of Fellowship 
status a7 
Deferral of transfer of General Member to Fellow 35 
Denial of waiver of 2-year waiting period for 
renomination for Fellowship (not reviewed) 1 
Denial of waiver of 8-year General Membership re- 
quirement for Fellowship (not reviewed) 1 
Requests for dues relief or Inactive status 318 
Approved 265 
Dues waivers 115 
Dues waivers for reinstatement 5 
Dues waivers to reach Life status 45 
Reduction of dues 24 
Refund of dues 3 
Extension/deferral of payment 2 
Transfer to Temporary Inactive status 9 
Transfer to Permanent Inactive status 62 
Deferred or denied 53 
Temporary Inactive status 1 
Permanent Inactive status 4 
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TABLE 3. (continued) 





Transaction? Number 
Deferred or denied, cont’d 
Dues waivers 23 
Reduction of dues 6 
Refund of dues 1 
No action pending district branch 
recommendation 18 


a stn eights E ee 

‘In addition, 7,595 address changes were processed. This number 
may be underinclusive since it reflects only one change per member 
and multiple changes are not reported. 


idents continue to increase as well: 582 more female psychiatry 
residents were reported in the 1988-1989 census than in 1984— 
1985, compared to an increase of 154 male residents. The statistical 
data were sent in September 1989 to all directors of psychiatry 
residency training programs and chairpersons of departments of 


psychiatry. 
Eligibility of 50-Year Members/Fellows for Recognition 


In 1969 the Board of Trustees decided that certificates should be 
presented to fellows and members who have belonged to APA for 50 
years and that these individuals should be invited to the Convocation 
of Fellows and listed in the convocation program at the annual 
meeting. Since that time, Life Members, Life Associate Members, 
and Life Fellows (excluding those with Inactive status) have been so 
honored when they have belonged to the Association for 50 years. 

The committee reviewed the question of whether members/fellows 
with Inactive status who have belonged to the Association for 50 
years should be so honored. It was the committee’s consensus that 
the 50-year award should remain as is—only those with 50 years of 
active membership will be honored as 50-Year Members/Fellows. 


Proposal for “Affiliate” Membership 


The Maryland Psychiatric Society submitted for review by the 
Committee on Membership its proposal for an “Affiliate” category 
of membership, open to those in contiguous district branches. It 
would enable the Maryland society to coordinate legislative and peer 
review efforts. Such members would not vote and would pay dues 
of $50.00 to cover mailings, newsletters, and the district branch 
directory. 

After lengthy discussion, the committee decided that this type of 
dual involvement could best be encouraged without resorting to a 
new membership category. The “Operations Manual of the Board of 
Trustees” states that a member may not hold membership in more 
than one district branch, and such a change would require a vote of 
the membership and could possibly cause confusion among mem- 
bers about the APA/district branch dual membership requirement. It 
was noted that district branches in other areas of the country handle 
this type of situation by including interested members from other 
district branches in their activities, without any formal membership 
action. These members, in essence, are viewed as “friends” of the 
adjoining district branches. 


Survey of Other Associations Regarding Membership 


The Office of Membership conducted a survey of 60 organizations 
(all but four were medical specialty societies) concerning member- 
ship/dues policies. The results from 46 responses (76.7%) are as 
follows. 

Membership dues. APA dues for 1989 were in the upper range, the 
same as those of two other organizations but significantly lower than 
those of the two associations with the highest dues ($400 for APA 
compared to $500 and $520). There was no correlation between size 
of membership and dues level (r=0.11, p=0.24). 

Dues-exempt status. Only four of the respondents indicated that 
they had no dues-exempt categories of membership. All others had 
some type of Life/Emeritus/Honorary status. Most of these catego- 
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ries were based on a combination of years of membership, age, and 
level of professional activity. The organizations with the highest dues 
levels are more likely to have a higher percentage of dues-exempt 
members (r=0.39, p=0.005). 

Dues relief. Two organizations reported having no options for 
dues relief. The majority offered some type of alternative, such as 
waiver, deferral of payment, reduction of dues, or Inactive status for 
financial hardship, illness, or disability. One organization had a re- 
lief and disaster fund, and members might qualify as relief recipients. 

Grace period for dues payment before termination of member- 
ship. The grace period ranged from 3 to 36 months (average, 16 
months); 17 organizations reported a grace period of 24 months. A 
statistically significant negative correlation was found between size 
of membership and length of grace period (r=—0.33, p=0.01), i.e., 
larger organizations were more likely to have a shorter grace period. 

Local affiliation. Thirty-four of the respondents (73.9%) reported 
no requirements for any type of local affiliation. Larger organiza- 
tions were more likely to have this requirement (r=0.41, p=0.003); 
the same was true for associations with student members (r=0.49, 
p=0.001). 

Student and resident members. Thirteen (28.3%) of the respond- 
ents reported having student members, while 35 organizations 
(76.1%) had a category for resident members. Those that offered 
membership to residents gave higher ratings to the importance of 
recruitment efforts (r=0.38, p=0.006). 


ACTION ITEMS 
Associate Member Category 


At its December 1988 meeting the Board of Trustees approved the 
recommendation that no new members be accepted or transferred 
into the Associate Member category until further study of this mem- 
bership category is completed. There seem to be insurmountable 
obstacles in trying to evaluate the credentials and extent of training 
in psychiatry of applicants for this category. Once these applicants 
become members of APA, they have access to almost the full range 
of services, benefits, and privileges of membership in the Association. 
It was felt that professionals who are not fully trained in psychiatry 
can best obtain benefits from the organizations representing their 
primary specialties, thus protecting the reputability attached to 
membership in APA. 

The Assembly, at its November 1989 meeting, approved the rec- 
ommendation of the Assembly Committee on Recruitment/Reten- 
tion and Membership Affairs that this category be abolished, and in 
December the Board of Trustees approved the recommendation with 
the understanding that the 295 members who currently hold that 
status will be permitted to retain it. The Board referred this action to 
the Committee on Constitution and Bylaws for appropriate changes 
to the Constitution and Bylaws. Pending such changes, the Board 
approved the recommendation that no new applicants for this cat- 
egory be accepted. 


Membership/Fiscal Issues 


The Committee on Membership, in conjunction with the Assem- 
bly Committee on Recruitment/Retention and Membership Affairs, 
discussed in depth the fiscal and organizational factors that affect 
dues levels and, consequently, membership retention. The consensus 
was that these factors have multiple causes and must be considered 
in the context of the Association’s overall financial and program- 
matic planning. 

Items recently reviewed by both membership committees, such as 
an action paper from Area VI regarding membership dues and the 
increasing number of members who will become eligible for the 
dues-exempt Life category in the next decade (by meeting the “95” 
requirement, i.e., age plus years of membership), are symptomatic of 
grass-roots concerns. It seems evident that these membership-related 
matters can be addressed best by a coordinated effort. 

Valuable input was received from the Medical Director and lead- 
ers in the organizational structure, e.g., the APA Budget Committee, 
the Assembly Committee on Planning, and area representatives. This 
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input convinced both membership committees that a more compre- 
hensive review of membership, the budget, and future trends is nec- 
essary before knowledgeable decisions can be made, and they rec- 
ommended appointment of an ad hoc committee to study these 
related issues. The Assembly approved such a committee in Novem- 
ber 1989, and the Board gave its approval in December. 

The Ad Hoc Committee on Membership and Fiscal Policies, 
Michael Vergare, M.D., chairperson, has already held several meet- 
ings. This committee includes representatives from membership and 
budget components and the planning bodies for the Assembly and 
the Board. Further, the action item from Area VI regarding a cap on 
APA dues and the action item from the Assembly Committee on 
Planning concerning the rule of 95 were referred to this committee 
for action. APA immediately undertook an actuarial analysis of the 
changing composition of its membership that projected demo- 
graphic changes—e.g., more young psychiatrists and more members 
who will be eligible for Life status—and the corresponding impact 
on dues. The recommendations of the ad hoc committee were pre- 
sented to the Assembly in May 1990 and to the Board in June. 


Members-in-Training Who Fail to Advance 


All district branches were asked to respond to the proposal that 
the “Operations Manual of the Board of Trustees” be revised to 
reflect a time limit for terminating the membership of Members-in- 
Training who fail to advance to General Member status (53 district 
branches responded to the survey; 48 agreed with the proposal and 
five disagreed). The operations manual, in the chapter on member- 
ship, states that “District Branches shall have the responsibility 
to... advance Members-in-Training to General Membership fol- 
lowing completion of an approved psychiatric residency pro- 
gram .... If a physician does not cooperate with the District Branch 
by providing the information necessary for advancement, the branch 
may take steps to terminate his/her membership in that society, and 
consequently in the APA.” 

The proposed revision to the operations manual included the fol- 
lowing wording: “This action may be implemented by the District 
Branch at any time after completion of residency, and must be im- 
plemented no later than one year after completion (e.g., a member 
completing training in June of 1990 could be dropped from the APA 
rolls at any time after that date, but no later than June of 1991 if 
he/she has not provided the information necessary for advance- 
ment).” The Board of Trustees approved this change. 

APA will continue to provide the district branches with rosters of 
their members who need to advance throughout the year. In January 
1990 the Office of Membership sent 72 of the 76 district branches 
lists of Members-in-Training who might need to advance to General 
Membership. Extensive follow-up, including letters to district 
branches presenting special problems with regard to advancements, 
will continue. 


Dues Amnesty for Former Members 


The Assembly Committee on Recruitment/Retention and Mem- 
bership Affairs and the Committee on Membership recommended a 
one-time amnesty for members who wish to rejoin during 1990. This 
proposal was approved by the Assembly in November 1989 and by 
the Board of Trustees in December. The amnesty forgives APA and 
district branch dues in excess of 1 year’s debt. Members seeking 
reinstatement are required to pay the more distal dues owed at the 
time of membership termination. The amnesty applies to only those 
who owe dues for years before 1988. 


Membership/Ethics Issues 


Membership-related ethics guidelines for operations manual. The 
committee discussed several membership/ethics issues with Dr. 
McDevitt, chairperson of the APA Ethics Committee, and the com- 
mittee recommended that the following changes be incorporated 
into the “Operations Manual of the Board of Trustees.” 

1. An ethics investigation will not affect a member’s eligibility to 
transfer to Life status before resolution of the investigation. 

2. If a member fails to pay APA membership dues while an ethics 
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investigation is being conducted, the member’s district branch may 
request that the membership termination be delayed until resolution 
of the ethics investigation. A written request must be submitted by 
the district branch to the APA Office of Membership. 

3. If a district branch submits a Fellowship nomination to the 
APA Committee on Membership while ethical issues are pending, 
the committee will disregard any information concerning these mat- 
ters other than a formal request from the district branch to withdraw 
the nomination. 

The Board of Trustees approved these points for inclusion in the 
operations manual. 

Revoking Fellowship for members who are suspended. The com- 
mittee referred to the Ethics Committee the following recommenda- 
tion: “If a Fellow is suspended, Fellowship is to be permanently 
revoked. If a member is suspended, he/she will be permanently in- 
eligible to be nominated for Fellowship.” There was strong senti- 
ment among the committee members that Fellowship is a high 
honor, awarded for demonstrated and sustained standards of excel- 
lence. A suspension indicates a violation of these criteria and is not 
compatible with continuation of or consideration for the honor of 
Fellowship. The committee recognizes that these additional conse- 
quences of suspension increase its severity and may have an impact 
on the district branch’s decision to recommend suspension. Accord- 
ingly, the committee recommended that these proposals be referred 
to the Ethics Committee for further discussion. The Board approved 
this referral. 

Reporting the name of a member whose membership is terminated 
for nonpayment of dues during an ethics investigation. The com- 
mittee recommended that this issue be referred back to the Ethics 
Committee for discussion and disposition. The Board approved the 
referral. 

Years of suspension and credit toward Life status. Currently, the 
years of a member’s suspension are included in determination of eligi- 
bility for Life status. The committee recommended to the Ethics Com- 
mittee that a member not be allowed to count the years he or she is 
suspended toward the required 95 years of age plus membership. 
The Board approved referring the issue to the Ethics Committee. 


Continued Eligibility for Inactive Status 


Attention was given to the issue of members who have been 
granted permanent Inactive status and who remain in that category 
indefinitely even though continuing as an Inactive member may not 
be justified. Historically, Inactive status has been reserved for those 
who are experiencing severe hardship, either financially or medi- 
cally, or are no longer practicing psychiatry. There appear to be 
more members who are requesting transfer to this status for reasons 
that do not appear to be permanent. The committee also expressed 
concern about the extension of benefits, such as insurance plans, to 
those with Inactive status. 

The committee would like the operations manual to state that the 
situations of members with Inactive status will be reviewed every 5 
years to determine if continuation of that status is appropriate. This 
review would be handled by the district branches, which would be 
assisted by the Office of Membership. The Board of Trustees ap- 
proved this recommendation. 


Membership Processing 


The following actions were approved by the Board of Trustees. 

Request for Associate Membership. The Committee on Member- 
ship recommended denial of an application for Associate Member- 
ship submitted by the Westchester County district branch; the denial 
was based on the Board’s decision in December 1988 that no new 
applicants for Associate Membership be accepted pending further 
study of the category and the committee’s recommendation in De- 
cember 1989 that this category of membership be abolished. 

Request to maintain Medical Student Member status. The com- 
mittee recommended denial of a request from a Medical Student 
Member in the Southern California Psychiatric Society for per- 
mission to remain an APA member while completing an internal 
medicine residency (expected to end in June 1991). The committee 
recommended denial of his request as he does not fulfill the require- 
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ments for membership as either a Medical Student Member (since he 
has graduated from medical school) or a Member-in-Training (since 
he is not enrolled or accepted in a psychiatry residency program). He 
has been encouraged to reapply when eligible and to maintain his 
link with APA through subscriptions to the American Journal of 
Psychiatry and Psychiatric News. 

Requests for review of General Membership eligibility. The Com- 
mittee on Membership reviewed two applications for General Mem- 
bership. The committee felt that the application submitted by the 
Western New York Psychiatric Society fulfilled the requirements for 
postgraduate training, but the committee recommended deferral of a 
decision until a copy of the New York State registration certificate is 
received. 

The committee also reviewed an application for General Mem- 
bership submitted by the Northern California Psychiatric Society. It 
recommended deferral of a decision until the district branch has 
further verified the applicant’s credentials and licensure. 

Requests for exemption from dual membership requirement. The 
committee reviewed two requests, one from a member of the South- 
ern California Psychiatric Society and one from a member of the San 
Diego Society of Psychiatric Physicians, for exemption from the dual 
APA/district branch membership requirement. The committee rec- 
ommended denial of their requests and continues to uphold the 
importance of members’ integration in their district branches. 

Fellowship nominations. The committee received 243 nomina- 
tions for Fellowship from the district branches and reviewed 241; 
one request for a waiver of the 8-year General Member requirement 
and one request for waiver of the 2-year waiting period for resub- 
mission were denied. 

Of the 241 nominations reviewed, 207 (85.9%) were recom- 
mended for approval by the Board of Trustees. The approval rates in 
1988 and 1987 were 87.1% and 88.0%, respectively. The commit- 
tee recommended that 204 nominees for advancement from General 
Member to Fellow be approved, three nominees for advancement 
from Life Member to Life Fellow be approved, and decisions on 34 
nominees for advancement from General Member to Fellow be 
deferred. 

Nomination for Honorary Fellowship. In accordance with the 
“Operations Manual of the Board of Trustees,” the Committee on 
Membership acts on each nomination by a voting member of 
the Association for Honorary Fellow or Distinguished Fellow and 
forwards its recommendation to the Board of Trustees. A letter 
nominating Ralph C. Kelzer for Honorary Fellowship was received 
from two Life Fellows of APA. The committee reviewed three ad- 
ditional letters of support and recommended approval of Mr. Kel- 
zer for Honorary Fellowship. The Board of Trustees approved the 
nomination. 

Referral of nomination for Honorary Fellowship to Committee on 
Membership. A letter was received from an APA Fellow nominating 
an individual for Honorary Fellowship. The operations manual 
states that the names of nominees and information concerning them 
must be circulated among the members of the Board of Trustees 
before any consideration by the Committee on Membership so that 
individual and confidential comments can be considered. In keeping 
with this policy, the Board of Trustees reviewed this nomination and 
referred it to the Committee on Membership. 

Corresponding Members/Fellows and Members-at-Large. The 
committee reviewed applications for membership or advancement 
and recommended that 29 applications for Corresponding Member- 
ship be accepted, three nominations for advancement from Corre- 
sponding Member to Corresponding Fellow be approved, eight 
nominations for new Corresponding Fellow be approved, the deci- 
sion on one nomination for advancement from General Member-at- 
Large to Fellow-at-Large be deferred, three applications for General 
Member-at-Large be approved, and one application for advance- 
ment from Associate Member-at-Large to General Member-at-Large 
be approved. 

APA dues arrears and membership termination. In April 1989, 
1,465 letters over the signature of the APA Treasurer were mailed to 
members who were in arrears for their 1988 APA dues. In July 1989, 
1,086 certified letters over the signature of the APA Treasurer were 
mailed to those who had not responded to the earlier mailing. Ex- 
tensive retention efforts were conducted in the ensuing months, 
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thereby minimizing membership losses; special emphasis was placed 
on personalized communication with members and district 
branches. The committee recommended and the Board approved in 
December 1989 dropping from APA membership the members 
whose dues were still in arrears for 1988 and administrative rein- 
statement of those who returned to good standing by Jan. 31, 1990, 
and were also in good standing in their district branches. At the end 
of 1989, 412 members were notified that their membership had been 
terminated and were given a 1-month grace period to pay their dues 
and be administratively reinstated; 30 members responded during 
the grace period. In April 1990, nearly 1,700 members received 
letters from the Treasurer officially notifying them that they had not 
paid their 1989 APA dues. 

Resignations. The committee reviewed the names of members 
who had resigned. Under standing authorization of the Board of 
Trustees, the Medical Director regretfully accepted the resignations. 
The 211 resignations in 1989 by member class and as a percentage 
of total resignations were as follows: Medical Student Member, 
N=36 (17.1%), Member-in-Training, N=36 (17.1%), General 
Member, N=128 (60.7%), Associate Member, N=1 (0.5%), Fel- 
low, N=9 (4.3%), Life Member, N=1 (0.5%). 

Dropping of members dropped by district branches. Chapter 8 of 
the Bylaws states, “Resignation or loss of membership in the Asso- 
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ciation or the member’s District Branch for any reason shall entail 
loss of membership in both.” The names of members who had re- 
signed from or been dropped by their district branches were re- 
viewed by the APA Committee on Membership. They had been 
advised that loss of branch membership would involve loss of APA 
membership. The committee recommended that the Board of Trust- 
ees authorize dropping these members from APA membership as of 
December 1989 and that the Board of Trustees authorize adminis- 
trative reinstatement of those who return to good standing in their 
district branches and are also in good standing in APA. 

Dues relief and Inactive status. At its November meeting, the 
committee reviewed requests for dues relief and/or transfer to Inac- 
tive status. It recommended that 18 requests for special consider- 
ation be deferred pending district branch recommendation, 119 
waivers of dues be approved, 40 requests for transfer to Permanent 
Inactive Membership be approved, six requests for transfer to Tem- 
porary Inactive status be approved, 17 requests for dues reduction be 
approved, two requests for deferment of dues be approved, one 
request for refund of dues be approved, and 29 requests for dues 
relief or Inactive status be denied. 

Between 1982 and 1989 there was a 92.7% increase in the total 
number of dues relief requests, from 165 to 318. The approval rate 
decreased slightly, from 88.5% to 83.3%. 


Report of the Committee of Tellers 


Edward C. Kirby, Jr., M.D., Chairperson 


The Committee of Tellers met on April 5, 1990, at APA head- 
quarters to certify the results of the 1990 election. Ballots were 
mailed on Feb. 20, 1990, to 33,733 eligible voting members. From 
that number were deducted 117 undeliverable ballots. The adjusted 
number of eligible voting members was 33,616, and 14,076 ballots 
(41.9%) were returned and included in the final tally. 

The Committee of Tellers reviewed a special report from staff 
concerning a small number of duplicate ballots that were sent to mem- 
bers with the 981 zip code prefix in Washington state. The commit- 
tee verified that the margin of votes in all national races was large 
enough that any duplicate voting could have made no difference. 

The committee acted on uncertain votes that had been held for 
their decisions. It also ascertained that all candidates had verified the 
accuracy of their biographical statements and had submitted the 
required statements of compliance with election guidelines. 

The Committee of Tellers certified that the following individuals 
were elected to office and so reported to the Board of Trustees— 
President-Elect: Lawrence Hartmann, M.D. (53.6% of the votes 
cast), Vice-President: John S. McIntyre, M.D. (52.5%), Treasurer: 
Mary Jane R. England, M.D. (53.1%), Trustee-at-Large: Jerry M. 
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Wiener, M.D. (54.5%), Member-in-Training Trustee-Elect: Karen 
A. Abrams, M.D. (53.2%), Area II Trustee: Harvey Bluestone, M.D. 
(65.2%), and Area V Trustee: Harvey R. St. Clair, M.D. (50.3%). 

To have a valid vote on changes to the Constitution and Bylaws, 
33%% of the eligible voting members must cast votes. Abstain and 
invalid votes are considered to be votes cast and count toward de- 
termining if 33⁄3% has been reached. Abstain and invalid votes do 
not count in determining whether a change passes or fails. Once 
33¥%% has been reached, a majority must approve amendments to 
the Bylaws. In the vote on whether to amend chapter 3.1 of the 
Bylaws, 37.9% of the eligible voters cast votes. Of those votes, 
97.6% were in favor, so the amendment passed. The change allows 
the Speaker-Elect to vote in the absence of the Speaker at Board 
meetings. 

The Committee on Tellers recommended that the Board of Trust- 
ees accept the results of the 1990 election, and the Board accepted 
them. The Board also approved a recommendation by the Commit- 
tee of Tellers to dispose of the ballots from the 1990 election after 
the 1990 annual meeting. 
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1989-1990 Annual Report 
of the American Board of Psychiatry and Neurology, Inc. 


Composition of the Board 


At its business meeting in November 1989, the American Board of 
Psychiatry and Neurology (ABPN) elected the following officers, 
who began their terms on Jan. 1, 1990: Dr. Layton McCurdy, Pres- 
ident; Dr. Elliott Mancall, Vice-President; Dr. William Bell, Secre- 
tary; Dr. Maurice J. Martin, Treasurer; and Dr. John F. McDermott, 
Jr., Executive Committee member-at-large. 

Dr. Kenneth Altshuler, M.D. (Dallas), nominated by the American 
Medical Association, was elected to a 3-year term on the board to 
succeed Dr. William Webb, who completed his second 4-year term 
on the board on Dec. 31, 1989. Dr. Peter Tanguay, M.D. (Los 
Angeles), nominated by the American Psychiatric Association, was 
elected to a 4-year term on the board to succeed Dr. Robert Michels, 
who completed his second 4-year term on the board on Dec. 31, 
1989. Dr. Stuart A. Schneck, nominated by the American Neuro- 
logical Association, was renominated and reelected to serve a second 
4-year term as a neurology director. The names of the 1990 ABPN 
directors follow; those serving second 4-year terms are not eligible 
for reelection. 

Nominated by the American Medical Association (psychiatry di- 
rectors): Dr. Kenneth Z. Altshuler, M.D. (first term expires Dec. 31, 
1992), Dr. Maurice J. Martin (second term expires Dec. 31, 1991), 
and Dr. John F. McDermott, Jr. (second term expires Dec. 31, 1990). 

Nominated by the American Psychiatric Association (psychiatry 
directors): Dr. Layton McCurdy (second term expires Dec. 31, 
1990), Dr. James H. Shore, M.D. (first term expires Dec. 31, 1990), 
Dr. Peter E. Tanguay (first term expires Dec. 31, 1993), Dr. Lenore 
C. Terr (first term expires Dec. 31, 1991), and Dr. Gary J. Tucker 
(second term expires Dec. 31, 1992). 

Nominated by the American Neurological Association (neurology 
directors): Dr. William E. Bell (second term expires Dec. 31, 1991), 
Dr. J. Donald Easton (second term expires Dec. 31, 1992), Dr. Lud- 
wig Gutmann (first term expires Dec. 31, 1990), and Dr. Stuart A. 
Schneck (second term expires Dec. 31, 1993). 

Nominated by the American Academy of Neurology (neurology 
directors): Dr. Mark L. Dyken, Jr. (first term expires Dec. 31, 1992), 
Dr. Elliott L. Mancall (second term expires Dec. 31, 1990), Dr. N. 
Paul Rosman (second term expires Dec. 31, 1990), and Dr. Jack P. 
Whisnant (second term expires Dec. 31, 1990). 

Dr. Stephen C. Scheiber is the Executive Vice President of the 
ABPN; his title was changed from Executive Secretary during 1989. 


Examinations 


Part I. At the part I (written) examination on April 3, 1990, 2,108 
psychiatrists were examined; 1,244 (59%) passed and 864 (41%) 
failed. A total of 723 neurologists (including child neurologists) were 
examined; 365 (50%) passed and 358 (50%) failed. Table 1 con- 
tains the numbers of candidates in each year from 1985 to 1990. The 
next part I examination will be held on April 2, 1991. Applications 
for that examination are due no later than Sept. 1, 1990. 

Geriatric psychiatry. The first examination for certification in psy- 
chiatry with added qualification in geriatric psychiatry will be held in 
concert with the next part I examination, to be held on April 2, 
1991. This will be a half-day written examination. 

Part II. At the 1989 part II (oral) examinations held in Baltimore 
(April 10-11), Denver (June 10-11), and Boston (Nov. 13-14), 
1,560 psychiatrists, 466 neurologists, and 69 child neurologists were 
examined. For statistics on these examinations, refer to table 2. The 
examination sites for 1990 are Seattle (March 12—13), Minneapolis 
(June 11—12), and Washington, D.C. (Oct. 29-30). 

The current fees for examination are as follows: part | examina- 
tion fee=$550, part I reexamination fee=$300, part II examination 
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TABLE 1. Candidates for ABPN Part | (Written) Examination, 
1985-1990 





Number of Candidates 
Physician Status 1985 1986 1987 1988 1989 1990 


Met requirements 2,506 2,703 2,649 2,861 3,134 3,213 


Accepted exami- 


nation 2,409 2,574 2,477 2,782 3,092 3,142 
Took examina- 
tion 2167 2.301 22553 2871 2,725 2251 


fee=$400, part II reexamination fee (failure of major or major and 
minor) =$400, part II reexamination fee (failure of minor)=$300. 


Board Decisions and Items of Interest 


1. At its September 1989 meeting, the American Board of Med- 
ical Specialties approved the application of the ABPN for certifica- 
tion with added qualification in geriatric psychiatry. The Committee 
on Certification for Added Qualification in Geriatric Psychiatry was 
appointed in November 1989 and held its first meeting in December 
1989. For 1990, the committee membership includes M.J. Martin, 
M.D. (ABPN psychiatry director, Rochester, Minn., chairperson, 
3-year term); Gabe Maletta, M.D. (geriatric psychiatrist, Minneap- 
olis, vice-chairperson, 6-year term); Gene Cohen, M.D. (geriatric 
psychiatrist, Washington, D.C., secretary-treasurer, 4-year term); 
Eric Caine, M.D. (geriatric psychiatrist, Rochester, N.Y., 5-year 
term); Elliott L. Mancall, M.D. (ABPN neurology director, Philadel- 
phia, 2-year term); and Gary J. Tucker, M.D. (ABPN psychiatry 
director, Seattle, 1-year term). All future appointments to the com- 
mittee made by the ABPN will be for one 6-year term. Certificates 
issued will be 10-year time-limited certificates. 

2. The ABPN passed the following motion concerning recertifi- 
cation: “Effective October 1, 1994, all individuals achieving Board 
Certification by the American Board of Psychiatry and Neurology, 
Inc. in Psychiatry, Neurology, Neurology with Special Qualification 
in Child Neurology, and Child and Adolescent Psychiatry will be 
issued 10-year time-limited certificates.” The first recertification ex- 
amination will be held no later than Jan. 1, 2000. 

3. The ABPN changed Dr. Stephen C. Scheiber’s title from Exec- 
utive Secretary to Executive Vice President. 

4. The ABPN hired Dorthea Juul, Ph.D., as its first full-time re- 
search coordinator effective June 1, 1990. 

5. The ABPN revised its policy prohibiting participation as an 
ABPN examiner or member of an ABPN committee by an individual 
who has participated in so-called “Board review” courses, to include 
courses and written, video, or audio materials produced for the 
purpose of passing ABPN examinations. This policy was also revised 
to include individuals found to be in violation of ethical standards of 
their specialty society or societies. 

6. The ABPN reaffirmed its policy whereby all licensing and train- 
ing requirements must be met before application for examination. 
The only exception is for residents who complete training after Sept. 
1 but before Oct. 1. Such applicants may submit applications by the 
Sept. 1 deadline only if they contact the Board office in writing 
before July 1 to obtain information regarding special application 
procedures. 

7. The ABPN reaffirmed its policy whereby every applicant must 
have an unlimited license to practice medicine in a state, common- 
wealth, or territory of the United States or a province of Canada. 
Every applicant is required to submit copies of current license reg- 
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TABLE 2. Performance of Physicians Who Took ABPN Part II (Oral) Examinations in 1989 





Graduates of Schools in U.S. 


Graduates of Foreign 


Total or Canada Medical Schools 
Passed Passed Passed 
and Were and Were and Were 
Certified Failed Certified Failed Certified Failed 
Candidate Group N N % N % N % N % N N % N % 
All specialties 2,095 1,300 62 795 38 1.532 1065 70 467 30 565 235 42 328 58 
New candidates 1,485 991 67 494 33 1,129 $25 7/3 304 27 396 166 47 . 090-5 53 
Reexamined 610 309 51 301 49 403 240 60 163 40 207 69 33: 138 67 
Psychiatry 1,560 930 60 630 40 Rees J7 69" 390 -31 433 153 35 280 65 
New candidates 1,103 fet 65S 332 35 833 610 73 223 27 O iU 4 189 59 
Reexamined 457 209 46 248 £54 294 167 J- 27 43 163 42. 26ra 323 74 
Neurology 466 327 70 139 30 359 261... 73 98 27 107 66 62 41 38 
New candidates 331 238 72 93 28 262 195 74 67 26 69 43 62 26 38 
Reexamined 135 89 66 46 34 97 66 68 si. 632 38 23 6l TS- 39 
Child neurology 69 43 62 26 38 46 27 -59 19 41 23 16 70 7) aa 
New candidates 51 32° -63 19 37 34 20 359 14 4 17 t2 "yA 5. 29 
Reexamined 18 ll 61 Ao 3 12 Z as S a2 6 4 67 2. 39 





istrations and expiration dates with the application, in addition to 
documentation of all training. 

8. Documentation for training submitted with part I applications 
must include exact dates of training. The ABPN will accept only 
certificates that include precise training in the specialty in which the 
applicant seeks certification. Certificates that state, for example, “resi- 
dent in Internal Medicine/Psychiatry” or other dual statements will 
not be accepted as documentation of psychiatry training by the ABPN. 

9. The ABPN is proceeding with plans to offer examination for 
certification in neurology with added qualification in clinical neuro- 
physiology. Final approval by the American Board of Medical Spe- 
cialties is anticipated, pending letters of support from various spe- 
cialty societies and other certification boards within the American 
Board of Medical Specialties. 

10. The ABPN held a conference in July 1989 that focused on 
certification and recertification and emphasized lifetime learning and 
the educational process. Several organizations were represented, and 
four recommendations came out of the conference: 1) that the ABPN 
approve a process for recertification, including time-limited certifi- 
cation, 2) that the ABPN invite participation in an interorganiza- 
tional task force on written examinations, 3) that the ABPN develop 
a research coordinator position within its national office, and 4) that 
the ABPN explore with relevant organizations the feasibility of hold- 
ing the part I examination closer to or before completion of resi- 
dency. After the conference the board acted on all of the recommen- 
dations. Actions on the recertification and research coordinator 
issues were mentioned earlier in this report. Regarding item 2, the 
ABPN established an interorganizational task force, which is cur- 
rently discussing written examinations. The ABPN has referred the 
issue of timing for the part I examination to the field. 

11. At the 1989 APA annual meeting, the ABPN offered a work- 
shop titled “ABPN Recertification.” The ABPN psychiatry directors 
presented information and responded to questions. In addition, the 
Executive Vice President and psychiatry directors have participated 
in plenary sessions and other workshops of APA and the American 
Association of Directors of Psychiatric Residency Training in an 
attempt to clarify information and to publicize current issues of 
interest. A workshop on recertification will be held at the 1990 APA 
annual meeting. 

12. At the fall 1989 meeting of the American Neurological As- 
sociation and the spring 1990 meeting of the American Academy of 
Neurology, ABPN neurology directors and the Executive Vice Pres- 
ident met with the Association of University Professors of Neurology 
to discuss current issues of interest to the ABPN and to respond to 
questions. This meeting proved valuable in outlining the ABPN’s 
current policies and training requirements. Recertification was a key 
point of discussion, as was advising the Association of University 
Professors of Neurology of continuing deliberations regarding pos- 
sible ABPN designation of neurophysiology as a subspecialty. 
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TABLE 3. Performance of Physicians Who Took Oral Examinations 
in Child and Adolescent Psychiatry in 1989 


Graduates 
of Schools Graduates 
in U.S. or of Foreign 
Candidate Group _ Total — _Canada_ _ Schools _ 
and Performance N % N % N % 
Total 235 100 211 90 24 10 
Pass 134 -S7 125 59 9: : 38 
Condition 32 14 26 R 6 , 2 
Fail 41 17 33 cDo 8 33 
Fail, must reapply ao -12 ao Bs 1 4 
New candidates 175 74 isa -87 22 13 
Pass 102 58 94 6l 8 37 
Condition 32 18 a I S «2 
Fail 41 23 ao. 22 8 36 
Reexamined 
candidates 60 26 58 27 2 8 
Pass 3A S3 Ei E. Y: 1 50 
Fail, must reapply 28 47 af) 0 47 L- 36 


13. The ABPN history continues to be updated by Dr. Marc Hol- 
lender, who is being assisted by Drs. Helen Beiser, William Bell, John 
Kurtzke, N. Paul Rosman, Stephen Scheiber, S. Mouchly Small, 
James Sussex, William Webb, and Dewey Ziegler. 


Committee on Certification in Child and Adolescent Psychiatry 


Members of the Committee on Certification in Child and Adoles- 
cent Psychiatry are elected to serve one 6-year term each and are not 
eligible for reelection. The members of the 1990 Committee on Cer- 
tification in Child and Adolescent Psychiatry are Dr. Joel Zrull, 
chairperson (Toledo, Ohio, term expires Dec. 31, 1991); Dr. The- 
odore Shapiro, vice-chairperson (New York, term expires Dec. 31, 
1993); Dr. Lois T. Flaherty, secretary-treasurer (Baltimore, term 
expires Dec. 31, 1993); Dr. Catherine DeAngelis, representative 
from the American Board of Pediatrics (Baltimore, term expires Dec. 
31, 1994); Dr. Thomas M. Haizlip (Raleigh, N.C., term expires Dec. 
31, 1995); Dr. Kenneth Robson (Hartford, Conn., term expires Dec. 
31, 1994); and Dr. William H. Sack (Portland, Ore., term expires 
Dec. 31, 1992). 

At its Sept. 15—17, 1989, examination in Atlanta, the Committee 
on Certification in Child and Adolescent Psychiatry examined 235 
candidates; 134 (57%) passed, 32 (14%) conditioned the examina- 
tion, and 69 (29%) failed or failed and must reapply. For additional 
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statistics refer to table 3. The 1990 examination will be held Sept. 
7—9, 1990, in Denver. The 1991 examination will be held Sept. 
20-22, 1991, in Baltimore. Applications are due by the May 1 pre- 
ceding the examination and are available from the American Board 
of Psychiatry and Neurology, Inc., 500 Lake Cook Rd., Suite 335, 
Deerfield, IL 60015. 

The current fees for examination are as follows: application 
fee=$225, oral examination fee=$450, oral reexamination fee (con- 
dition) =$350, oral reexamination fee (failure)=$450, written ex- 
amination or reexamination fee=$275. 

Applicants are required to submit copies of current license regis- 
trations and expiration dates with their applications, in addition to 
documentation of all training. All licensing and training require- 
ments must be met before application for examination. 

Other items of interest and decisions made by the Committee on 
Certification in Child and Adolescent Psychiatry are as follows: 

1. The committee passed a motion stating that it will follow the 
ABPN’s recertification plans and will work within the same time 
frame. 

2. The committee continues to arrange examinations in a week- 
end format. This format has been received positively by the over- 
whelming majority of candidates, examiners, and host facilities. 

3. The committee continues to note difficulties with certificates 
issued to residents. If child psychiatry training is done during general 
residency it must be designated as such. 


Committee on Certification for Added Qualification in 
Geriatric Psychiatry 


The members of this committee were listed earlier in this report. 
The first examination will be held April 2, 1991. Completed appli- 


1430 


cations are due the Sept. 1 preceding the examination and are avail- 
able from the American Board of Psychiatry and Neurology, Inc., 
500 Lake Cook Rd., Suite 335, Deerfield, IL 60015. The current fees 
for examination are as follows: examination fee=$725, reexamina- 
tion fee=$500. General requirements are as follows: 

1. Candidates must be certified in general psychiatry. 

2. All licensing and training requirements must be met before the 
applicant applies for examination. 

3. A formal application on the original form must be completed 
and filed by the deadline. 

4. Applicants must have completed a 1-year fellowship in geriat- 
ric psychiatry beginning no sooner than postgraduate year 5, which 
must be documented by a letter from the training director. For the 
first 5 years admission to examination may also be achieved by those 
who follow a clinical pathway, spending 25% of their practice time 
with geriatric patients, as an alternative to completing a 1-year ge- 
riatric fellowship. 

5. After the initial 5-year period, applicants will be accepted for 
examination only if they have successfully completed a 1-year fel- 
lowship program in geriatric psychiatry approved by the Accredita- 
tion Council for Graduate Medical Education. 

Certificates will be issued for a 10-year time-limited period, after 
which recertification will be necessary to maintain active certifica- 
tion. Examinations will be given once a year or once every other 
year, depending on the number of candidates. For additional infor- 
mation the “Information for Applicants for Certification in Added 
Qualification in Geriatric Psychiatry” may be obtained by contact- 
ing the ABPN office at 500 Lake Cook Rd., Suite 335, Deerfield, IL 
60015. 
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The American Board of Psychiatry and Neurology, Inc.: 
Report on the 1989 Examinations 


The following successfully completed the Board examination in April 1989. 


PSYCHIATRY 


Mary Beth Ackerley, M.D., Owings Mills, MD 
David Naftali Adler, M.D., Lawrence, NY 
Robert Michael Altman, M.D., Alexandria, VA 
Lori Lynn Altshuler, M.D., Cabin John, MD 
Harold Amsel, M.D., New York, NY 

Luis C. Ang, M.D., New York, NY 

Edward Stanley Arnold, M.D., Nashville, TN 


Madeleine R. Barris, M.D., Bronx, NY 

Lonny J. Behar, M.D., New York, NY 

Beth Anne Bernstein, M.D., Salt Lake City, UT 
Purabi Bharatiya, M.D., Scotch Plains, NJ 
Susan Gail Blank, M.D., Metuchen, NJ 

Harry Andrew Brandt, M.D., Baltimore, MD 
Keith A. Brown, M.D., Bellevue, WA 

Raul Rodolfo Burciaga, M.D., Indianapolis, IN 


Andres Tomas Cabrero, M.D., New York, NY 
Joseph Richard Calabrese, M.D., Shaker Heights, 
OH 


Pamela Ullman Call, M.D., New York, NY 

Marian Patricia Callaghan, M.D., Marlton, NJ 

Ana Elisa Campo-Bowen, M.D., Coral Gables, FL 

Frank Remo Cancellieri, M.D., Brooklyn, NY 

Francis Joseph Capobianco, M.D., San Diego, CA 

John Alexander Cervantes, M.D., Ventura, CA 

James C-Y Chou, M.D., Orangeburg, NY 

Josiane Claude Cobert, M.D., Westfield, NJ 

Mary Ellen Cody, M.D., Baltimore, MD 

Howard Jay Cohen, M.D., Alexandria, VA 

Alan Bertrand Compton, M.D., Silver Spring, MD 

David Oliver Conant-Norville, M.D., Pendleton, 
OR 

Steven Jay Cooper, M.D., Monsey, NY 

Patricia Perry Corke, M.D., Houston, TX 

Michael Francis Costanzo, M.D., Katonah, NY 

Janis Lynne Cutler, M.D., New York, NY 


Charles Talcott Davis, M.D., New York, NY 
Jayakanthi DeAlwis, M.D., Short Hills, NJ 

John Austin DeFrate, M.D., Crownsville, MD 
Lois May DeRitter, M.D., Middlesex, NJ 

Bert Ludig Dech, M.D., Port Washington, NY 
Anthony Joseph Dowling, M.D., Warwick, RI 
John McCall Downs, M.D., Memphis, TN 

Erica Joan Duncan, M.D., New York, NY 
Stephanie Susan Durruthy, M.D., Columbia, MD 


Michael Frederick Egan, M.D., Chevy Chase, MD 
Cherie 1. Elfenbein, M.D., Staten Island, NY 
Mark David Epstein, M.D., New York, NY 


Christopher A. Fabian, M.D., New York, NY 
Stephen Feld, M.D., New York, NY 

Alan David Felix, M.D., New York, NY 
Jeffrey Scott Fine, M.D., New York, NY 
Michael Bruce First, M.D., New York, NY 
Stephen Fisher, M.D., Oakland, CA 

Michael Alan Flaum, M.D., lowa City, IA 
Lewis Andrew Fox, M.D., New York, NY 
Thomas South Fox, M.D., Concord, NH 
Jeffrey Bruce Freedman, M.D., Bronx, NY 
Nelson Bruce Freimer, M.D., New York, NY 
Richard Alan Friedman, M.D., New York, NY 


H. Jordan Garber, M.D., Los Angeles, CA 
William Robert Geckeler, M.D., Temecula, CA 


Richard Jay Gersh, M.D., New York, NY 

Jed Cory Goldart, M.D., New York, NY 

lan Simon Goldberg, M.D., New York, NY 

Stephen Alan Goldman, M.D., Indianapolis, IN 

Maria Isabel Goldstein, M.D., Woodland Hills, 
CA 

Pearl Jade Gong, M.D., New York, NY 

Alan Gordon, M.D., Providence, RI 

Ellen Frances Gottheil, M.D., Mountain View, CA 

Brian Saul Grobois, M.D., Forest Hills, NY 

Elisabeth Benson Guthrie, M.D., Ossining, NY 


Ba Han, M.D., Ogdensburg, NY 

William Henry Hankin, Jr., M.D., Cape May 
Court House, NJ 

Julie Anne Hatterer, M.D., New York, NY 

Shrikant M. Hatwalkar, M.D., Cambridge, OH 

Carolyn Romaine Haynie, M.D., Laurel, MD 

Eric Lee Heiligenstein, M.D., Madison, WI 

David Poythress Heilner, Jr., M.D., Cumberland 
Foreside, ME 

Phillip G. Helding, D.O., Hinsdale, IL 

Merrill Scot Herman, M.D., White Plains, NY 

Judith Herzig, M.D., Pound Ridge, NY 

Frederick Gilbert Hicks, M.D., Kirkwood, MO 

Janet Rae Hoveland, M.D., Silver Spring, MD 

Emmanuel Hriso, M.D., Union City, NJ 


Daniel C. Javitt, M.D., Riverdale, NY 

Paul Jayson, M.D., New York, NY 

Michael Lewis Jefferies, M.D., Baltimore, MD 
Sonali D. Jeste, M.D., La Jolla, CA 

Brian Johnson, M.D., Newtonville, MA 

Joyce Marie Johnson, M.D., Chevy Chase, MD 
Jeffrey Scott Jones, M.D., San Francisco, CA 


Charles Theodore Kaelber, M.D., Rockville, MD 

Vivian Kafantaris, M.D., New York, NY 

Monica Ann Kalacznik, M.D., Bronx, NY 

Oren Kalus, M.D., New York, NY 

Annette R. Kawecki, M.D., Essex, MA 

Hiten Vithal Kisnadwala, M.D., Jackson Heights, 
NY 

Aryeh Leslie Klahr, M.D., New York, NY 

Stuart Bruce Kleinman, M.D., New York, NY 

Felix L. Kleymam, M.D., Yonkers, NY 

Mitchel Allan Kling, M.D., Silver Spring, MD 

Anne Frances Kolar, M.D., Baltimore, MD 

Daniel Allen Korb, M.D., Missoula, MT 

Thomas Andrew Moss Kramer, M.D., New York, 
NY 

Nathan Mark Kravis, M.D., Brooklyn, NY 

David Krulee, M.D., Silver Spring, MD 

Anand Kumar, M.D., Rockville, MD 

Mark Kutcher, M.D., Nashville, TN 

Karla Ann Kuusisto, M.D., New York, NY 


Jeffrey Allen Lafferman, M.D., Baltimore, MD 
Kenneth Walter Lajewski, M.D., Pittsford, NY 
J. Steven Lamberti, M.D., Rochester, NY 
Joshua Baumol Lamm, M.D., West Hempstead, 
NY 
Brian Augustine Lawlor, M.D., Bethesda, MD 
Wing-Ki Lee, M.D., Marina Del Rey, CA 
Dennis Leone, M.D., Sewell, NJ 
Paul Kahing Leung, M.D., Gresham, OR 
Marc Steven Levine, M.D., Rockville, MD 
Mark David Levine, M.D., San Francisco, CA 
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Mark William Lloyd Ligorski, M.D., Cross River, 
NY 

Stephen Timothy Lincks, M.D., Massapequa Park, 
NY 

Jill Robin Linder, M.D., New York, NY 

Louis S. Linfield, M.D., New York, NY 

Martin S. Lipschutz, M.D., Amityville, NY 

Robert Lowinger, M.D., Flushing, NY 

Roberta Moloff Luft, M.D., Hockessin, DE 

Peter Jay Lusche, M.D., Tucson, AZ 

Dwight Howard Lysne, M.D., Fargo, ND 


Lisa Ann Majumdar, M.D., Rochester, NY 
Dolores Malaspina, M.D., Englewood, NJ 
Mary Margaret Maloney, M.D., Indianapolis, IN 
Cecile Leguir Many, M.D., New Orleans, LA 
Dennis C. Marcus, M.D., Great Barrington, MA 
Manuel G. Marinas, M.D., New York, NY 
Glenn Andrew Martin, M.D., Forest Hills, NY 
Peter Michael Marzuk, M.D., New York, NY 
Daniel Evan Mason, M.D., South Salem, NY 
David Isak Mayerhoff, M.D., Bayside, NY 
Scott Helm McClure, M.D., Colorado Springs, 
CO 
David M. McKay, M.D., Montpelier, VT 
Karen Frances Meckler, M.D., Columbia, MD 
Malti Praful Mehta, M.D., Charlotte, NC 
Thomas Alan Mellman, M.D., Coral Gables, FL 
Lorin H. Mimless, M.D., Providence, RI 
Indu C. Mirchandani, M.D., White Plains, NY 
Philip Lewis Mizell, M.D., Little Rock, AR 
Virginia Jane Moody, M.D., Dickson, TN 
Padraig Pearse Morris, M.D., Silver Spring, MD 
Douglas Finley Munsey, M.D., New York, NY 


Sachin B. Nagarkar, M.D., East Meadow, NY 

Theodore Sands Nam, M.D., APO San Francisco, 
CA 

Roger Steven Nathaniel, M.D., New York, NY 

Margaret Brown Neville, M.D., Charleston, SC 

Mark William Nickels, M.D., Rochester, NY 

Marcos Rafael Nieves, M.D., Delmar, NY 


Dorothy Ann O'Keefe, M.D., Silver Spring, MD 


Patricia Louise Paddison, M.D., Brooklyn, NY 

David Mark Pallas, M.D., Albany, NY 

Shirley Barrie Papilsky, M.D., Rockville, MD 

James Randall Parks, M.D., Pasadena, CA 

Narendra Dwarkadas Patel, M.D., Washington 
Township, NJ 

Piyush D. Patel, M.D., Somerset, KY 

Satishchandra V. Patel, M.D., Rome, GA 

Julie K. Keller Pease, M.D., Biddeford, ME 

Sanford Robert Pepper, M.D., San Francisco, CA 

Holly Ann Perkins, M.D., Grand Rapids, MI 
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Anne Marie Riether, M.D., Atlanta, GA 


1431 


APA OFFICIAL ACTIONS 


Debra Risher-Flowers, M.D., Mt. Ranier, MD 
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Andrew Jonathan Rooks, M.D., Riverside, CA 
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Jack R. Snyder, M.D., New York, NY 

Stephen Laurence Snyder, M.D., Brooklyn, NY 
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Deborah Lee Warden, M.D., Washington, DC 
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NEUROLOGY 


Cecily Maciakal Anto, M.D., Dix Hills, NY 
Everett J. Austin, M.D., San Francisco, CA 


Phillip Ault Ballard, Jr., M.D., Seattle, WA 
Edward Barry Bromfield, M.D., Boston, Ma 
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Elias Dickerman, M.D., Grants Pass, OR 
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Gil Bello Abelita, M.D., Peoria, IL 
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James Guy Baker, M.D., Bellaire, TX 
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Richard Seth Rosenberg, M.D., Morristown, NJ 
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Jeffrey Lane Clothier, M.D., Houston, TX 
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GA 


Gary Lee Falk, M.D., Fargo, ND 
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Sally L. Godard, M.D., McMinnville, OR 

Irwin Charles Goldberg, M.D., West Hollywood, 
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Linda Diana Klein, M.D., Cincinnati, OH 

Ellen Porter Knox, M.D., Louisville, KY 
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Karen Jean Kovacic, M.D., San Antonio, TX 

Hope Laurie Kurens, M.D., Cambridge, MA 
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Mark Leary, M.D., San Francisco, CA 

Raymond Karl Lederman, D.O., Tucson, AZ 

Marcelle Doriane Leet, M.D., Phoenix, AZ 

James Thomas Leonard, M.D., Long Beach, CA 

Orrin Henry Lindberg, M.D., Long Beach, CA 

Sharon Jo Lipner, M.D., Menlo Park, CA 


B. Jason MacLurg, M.D., Seattle, WA 

Richard John Maddock, M.D., Sacramento, CA 

Robert Alan Maricle, M.D., Portland, OR 

Anna R. Martinazzo-Dunn, M.D., Malvern, AR 

Steve Oreste Marzicola, M.D., Santa Barbara, CA 

Mary Kathleen McCarthy, M.D., Portland, OR 

William Howard McGill, M.D., West Palm Beach, 
FL 

Berit H. McMillan, M.D., Dallas, TX 

Dawn Marie McNiece, M.D., Denver, CO 

Janet Ruth Medenwald, M.D., Santa Cruz, CA 

Susan Turnquist Meixner, M.D., Houston, TX 

William E. Merry, M.D., Tucson, AZ 

Harvey Gilbert Micklin, D.O., Fort Worth, TX 

Evelyn Elaine Miller, M.D., Ada, OK 

Marlene Sockol Mills, M.D., San Francisco, CA 

Arthur F. Milone, M.D., New York, NY 

Merijeanne Anne Moore, D.O., Moreno Valley, 
CA 

Norman Charles Moore, M.D., Macon, GA 


Am J Psychiatry 147:10, October 1990 


APA OFFICIAL ACTIONS 


John E. Morris, M.D., Richardson, TX 

William Edward Mosiman, M.D., Halfway, OR 

Michael Harvey Moskowitz, M.D., San Francisco, 
CA 

David Ralph Moss, M.D., St. Augustine, FL 

Amanda Melvina Mumford, M.D., Hillsboro, OR 

Minnette Black Murphy, M.D., Oakland, CA 

Timothy A. Murphy, M.D., Fallbrook, CA 

Julia Harby Murray, M.D., Seattle, WA 

Laura Eve Musikant-Weiser, M.D., Woburn, MA 

Jed Anthony Myers, M.D., Seattle, WA 

Richard S. Myers, M.D., San Francisco, CA 


Maria Catalina Santos Nanadiego, M.D., Chino 
Hills, CA 

Patricia Ann Newton, M.D., Arlington, TX 

William Ernest Niederhut, M.D., Denver, CO 

Michael Albert Norko, M.D., Cheshire, CT 


Michael O’Boyle, M.D., Galveston, TX 

John Thornton O’Donnell, M.D., New York, NY 

Kevin William Olden, M.D., Redwood City, CA 

Edward Scott Opass, M.D., Bristol, Bucks County, 
PA 

Steven Andrew Ornish, M.D., Le Mesa, CA 

Robert Joseph Ourso, Jr., M.D., Slidell, LA 

Robert Lynn Outenreath, M.D., San Francisco, 
CA 


Kamalesh Kochikar Pai, M.D., Jacksonville, FL 
Michael Terry Parker, M.D., Alexandria, LA 
Lauren Denise Parsons, M.D., Wichita Falls, TX 
Rebecca Mote Peake, M.D., Dallas, TX 

Shelley Rae Petluck, M.D., Bonita Springs, FL 
Laurence John Pezor, Jr., M.D., El Cajon, CA 
Barry G. Pierce, M.D., El Granada, CA 

David Alan Pollack, M.D., West Linn, OR 

Scott Elliott Pollard, M.D., Morgantown, WV 
William Randy Power, M.D., Sherman Oaks, CA 
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Nabil N. Soliman, M.D., Los Angeles, CA 

Marilyn M. Sosna, M.D., Santa Ana, CA 
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nio, TX 

Douglas Eliot Tucker, M.D., Santa Monica, CA 
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John David England, M.D., Denver, CO 
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Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior’ 


A Dual mode of action creates a unique treatment role 
Anafranil is believed to block the reuptake of serotonin and norepinephrine. <” 
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20 years of worldwide use 
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enzyme Is recc mended in such patients. 
logic Changes: A no Instances of severe hamakalogic 
ware seen in the premarketirg with Anafrend, thara have bean 


ticyctic to which Anatrand is hos ely retebad, leukocyte and 

diferentie blood counts shouid be obtained In patients who develop 

sore throet during treatment with AnesrandL 

Merron Systers: More than 30 cases of hyperthermia heve bean 
ay. acre Sok ee el hr Sod da 


a 
ee ANANTA MANI re 
Soave! The rate of sexuel dysfunction in mate patents wth OCD 
vio were troated with Anaran in the wes 


concurrent administration a! Anatrand with 
Danica to (ick cich Gastar aluadd be bried teas patents or het 
is assoni, since there is iriad chracal axperisnce. 

Surgery: Prior io slectve with ganeral anesthetics, therapy with 
as long as is carucaly fas bie, and the 


Use Jo Concomitant illness: As with closely rastad tncyclic antktepressants, 
Areirand should be usei wath caubon in the 
LA sla acai madicabon, because of the 
of cardiac toxdelty. 


2. Patients with increased imraocular pressure, a history of narrow-engie 
Qieucoma, or urinary retention, because of the arechokneryic properties of the 


3 with tumors of the adranal medulla (2.7. pheochromocytoma, 
hyportereèro 


neuroblastoma) in whom the drug may provoke cribog. 
4. Pationts with signa mpaired renal funtion. 

Wthcrewa/ vanety of withdrawal symptoms heve bean raparted 
in association wath abrupt diecontinustion of inchuding dizznees, 
nausoa, ; mailase, seep digu hypartherméa, and 
irrita In such patents may exparisnce a worsening of paychiatric 
statics. the offacts of have not been aystematicaiy 

in controtied trite, they are well known with chxpely related 
reseants, and it is recommended that the doseage be tapared 
rate eo ee ABUS 


infonmation tor Patients 
Physicians are advised to disuse the following meues with psberts for wham 
thay nwroerrho Anafreant 


Fira ir ar seoa paba aikin aars 


1. The riak of seizure (360 WARNINGS). 
2. The relatively high incidence of saae dyafunction among males (se 
PRECAUTI Sexual Dysfunction). 


ONS, 
3. Since Anedrandl may impair the mental and/or abilities regui 
performance of tasks, and since Anafranil is aseocieted wath a 
icine geri be cautioned performance of cor 


tasks {sae WARNINGS). 
4, Paterts should be cautioned about using stcahol, barbiturates, or o 
depsessants concurrently, aince Ansfrand mey exaggerate their reepon 


Lo e 
E Taa vais acct eal aloe Di e essa ec 

Societe anann aa 

advised in using it 


oF 
heve been reported to block the piw 
logic effects of ine, conidine, or similar sgerks, and such an í 
be sntichoeted with CMI because of its ctrictural almmarity to other tric 


antidepressants. 
Tre plesme concentration of Chti has bean reported to be increased 
concomitant administration 


hes been reported to increase the plasma bevels of igh 


wearin, digan) may cause an increese in concentrations of tt 
drugs, resulting in adverse effects. Conversely, adverse 
regu from of protein-bound Anatranil by other highly bo: 
(390 CLINICAL PHARMACOLOGY, 

Cartinoganesie, Mutagenesis, impetment of 

În a 2+yoer bioassay, no clear evidence of was found In 
dose 20 times the medmum daly human dose, out of 235 treet 


a race tumor thamangloancothedioma): it is unknown if these neookesm 
compound retoker., 

In reproduction studies, no effects on fartiity were found in rats gher 
appecodmately 6 times the madmum daily human dose. 


Pregnancy Category C 

No taratogenic elects were observed in stuckes performed in rats and 
doses up to 20 times the maximum deny human cose. Slight 

eects were seen in the offapring of pregnant mice given doses 10 time 
manu 


Wihdrawa 
a A N Oa tie art elie A EO 


shoud be ured during pregnancy only E the potentie! benefit kistifies th 
niak $o the fotus, 


Nursing Mothers 
Avatreed hes been found in human mik. Because of the potential for ac 
reactions, 8 dectsion should be made whether to discontinue nursing o 
discontinue the drug, taidng into account the Importance of the drug to | 
Pediztric Use 
in a Controfied Clinical tial in chikiran and adolescents (40-17 years of a 
recaived Anafranil for up to 8 weeks. In addition, 160 adole 
heme received Anefranl in open-label protocols for periods of a 
months io several yoars. Of the 196 adolescants studied, 50 wore 13 ya 
alakaa "e While the advorpe rection pro 
we is amar to that i adute, it is u 
ary eect ing term eter wih Antri! mey hae on 


OTe ati al ste toe N S a 
estabeshed. Therefore, specalic recommendetions cannot be made for 
Anatrend in chidren under the age of 10. 

Use in Ekderty 

Anetrand has not been systematically studied in older patients; but 152 
lees? 60 yaars of age participating in U.S. clinical triste racetved Anatfrar 
partods of several months to several years. No unusual ege-retetad s 
erwartts hws been identified In this akderky but these data art 
Inguificlant to rule out possibis particularly In a 
patients who have concomitant systemic iinesses or who are recetvi 
drugs concomitant, 

ADVERSE REACTIONS 


Conemonty . 
The most observed adversa events ascociated wath the use « 
Anetrani| and not seen at an equivalent incidence emong 


to Discontinuation cf Treatmeat 
lod EE DEE EO E 
wc trials toermont because of an adverse event. 


rreoting diferent 
investigators. The cited figures, however, provide the physician with e bi 
pins the relative contribution of drug and nondrug fectors to the i 


in the populations studied. 
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subjects. Untoward 
inier ypes of untoward events into 5 naler number a srl di 


in the Lebutaitons thet follow, a modified World Health Organization dictionary 
of terminology has been used to classily reported adverse events. The 


and those in which an 


treatment with Anedrand, they were not necessary by it. 
Events are further by syne and listed in arder of decreasing 
frequency according to the folowing events are 


: frequent adverse 
those occuring on one or more Occasions in at iesst 1/100 patents; Infrequent 


Siete crates Bae oe 
eh glace rt Maal gl , bunds 

ch ok a: rc orga, cea 
infarction, myocardial ischemia, 
veecs pam, venutcuer tachycardias. 

lg gle hp el ane patna tal hr calor 
sols, duodenitis, gastric ulcer, gastritis, sat rok 

hemourhoxds, 

peptic ulcer, rectal 


chronic enteritis, discolored 
AEEA DAREA SAES O eee 


jaukamoid reaction, derde, marow 
and Dizorder: Infraquant -— ration, disbeseg™ 
ni 
Musculoskeletal System: -— arthroms. Rare — dystonia, excetoss, 


generalized spasm, hemiparesis, hyperesthesia, hypoesthesia, 
Huson, impaired mouise control, Indecisivences, mutism, neuropathy, 
ba a lsh iia, oculomotor nerve panstyszs, schizo phrenit reecttan, 
piratory Syrien: intrequent — bronchitis, hyperventiation, increased 
spulum, pneumonia. Rare — cyanosis, hemoptysis, jon, isryngismaus. 
AT A a AA EN A oaint 
r 
reaction, psoriaeis, pustuhr rash, siai Rare — chiogsma, folicuitie, 
earache, oye pain, body sensation, hyperacusa, 4, photophobia, 
echecttis, teste loss. Rare —~ blepha OO FORAI CONANA INET. 
keratitis, labyrinth disorder, night blindness, retins! 


Aana Sayama tories 
drug-seeking behavior, sees los a Sale rapo Spore! 

Anainn abusa by a patient with a history of dependence on pee ira 

multiple prychoactive drugs, The patient received Anairană 

E E EA dl apes tc sate e ne fae 


Desprte the lack of evidence an abuse hebtity for Anatrand in 
odes Alber atic nl poesia ta ee ee 
be gig cod llamas iad =P en es 
should carsduly evaluate petients chat rug a 
patients chosaly. 


OVERDOSAGE 

Human Experlence 

In U.S, clinical tials, 2 deaths occurred in 12 reported cases of acute overdosage 
nih Anatrand ether atone o: in combination vith other drugs. One death ineoived 
a patient suspected cf ingenting a dose of 7000 mg. Tha second death involved a 
patent sus pectsd of ingesting a cose of 5750 mg. The 10 nonfatal cases Involved 
doses of up to 5000 mg, seo poh d Paa aaa seas Al 10 


patients complotaly report mom other countries of Analrant 
overdose, the lowes! dota ah) a fatty was 750 mo. Based upon 
poet eee vou CT's lethality in overdose is 

considered to Cosely releted tricyclic compounds 
marketed as antkioprossants. 

Signs and 


tactors buch as the amount 
since drug 


include arrhythmia, ECG 
n a a pasting Are, and in very rare canes, 
hyperpyrenda, rrychiasis, ae A rE and dephoresis may leo be prerani 


The recommended treatment eee kag change periodically. 
Therefore, as recommended thet the Pean carta A DAA Ora Cac 
fer Surfer arrian on eater 


should be minimized to reduce the tendency for cornut- 
E MAO Inhibitors heva been taki 


tory stimulants shou'd not be used. 
or shock, the patent should be placed in sn appropri: 
dobutamine by inéravenct 


rdum. H congestive heart fature necesestetes rapid digitatization, 
particular care must be exercised, should be controled by 
whatever demali means are avakable 


DOSAGE AND ADMINISTRATION 


effects by 
akoang tho patient tme 10 adapt ff tolerance does not develon. 
Because both CMI and its actus metabolita, ie itl iiie 
hatt-Ives, the prescrinay should take into comiderstion the fact that steeacy-sur 
plasma levels mey not be achieved until 2-3 woeks after dosage (soe 
CLINICAL PHARMACOLOGY), Therefore, ater Iii trations h may 
IEOR OA A veuka betwoan further EOFN 


Intel Treatment/ Dose {Actuite) 
eich tency trae apc yd D an2 


a deses ofl 


be 
ea ee eri an ect, Teh op ae 
dally. After Utration, the total dally dose may be given once daily at bedtime | 
minwnize daytime sadetion. 


Initial Treatmect/Dose Adjustment (Children and Adcleavents} 

As with aduis, the starting dose is 25 mg daly end ahould be gradually Incroas 

{aiso given in divided doses with mesis to reduce gastrointestinal side effects) 

during the frst 2 wee cs, as tolerated, up to a daily marnum of 3 mg/kg or 
mq, smaller. Thereafter, the dosage may be ae 

oe ae Centon ee 

EUe ig taal Gove ray be gue once daly E EATA to nian 

may onca dally at to 


eee TO OA Cron a aaea 
‘Wide there are no systamatc studies that answer the question of how long to 
sontinue Anatranil, OCD is a chronic condition and it is reasonable to consk 


on the lowest effective dosage, and patients should be 
determine the need for treatment. During makitenance, the tote! dose ma 
be given once dally at bedtime. 
aoe 25 horyimelon impinad ANAPRANIL 25 mg} 
— yaio 
Bottes ONO saisrseroaaserertrirensoraraiiásrrp sakurai NDC 0083-0115 
Unh Dose pack) 
Box of 100 tetris of ROP. cece seer eceneeeeereeeens NDC 0083-0148 
C. 50 mg — bory/aqua bive (imprinted ANAFRANIL. 
NM EET T A EE E -NDC 0063-0118 
pack) 
Box of 100 (strips Of 10)... aeneon onnaa eeeereneeeetens NDC 0063-0116 
Eaa 100. naa iti 
OOO E cel NDC 0063-0117 
Unit Dosa peck) 
Box of 100 (stripe OF 10}... ccc ceeeseeesecseerereuesees NDC 0083-0117 
Do not store sbove SE'F 20°C}. Protect from moisture, 
Digpense in tight container (USP), 
ANIMAL 
Testicular and jung commonly associated vith tricyclic compounds ha 
been observed with A In 1- and 2-year studies In rats, changes in the 


“i hak Ulla tee les pe nd uced 
Eroapen e ovin i dosos 4 ornai the sah hits 


ascua atrophy was also observed in a i-year oral toxicity study in dog 
ara the ate cay o. 


co 


* Events reported by at laast 1% of Ansfrani patients are included 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07801 
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BRING OUR 
CHILDREN 


HOM 










They're our children 
with mental and 
emotional problems. 
And when they need us most, we hes 
have no choice but to send them to 
institutions far from home. Far from the 
love of their families and friends. 


They're “invisible children,” out of sight, | | 
out of mind to authorities who don'teven Together, we can bring our children 


reality. Services where 
there are none today. 


4 Please help us bring our 
children home by joining us to work for 
quality community-based children’s 
services, competent professionals, and 

caring public servants to embrace them. 


know how many there are, where home. Home where they belong. 
they are, or how they got there. REMEMBER For ways you can help, contact 
You can help us make commu- THE your local Mental Health 


nity services for our children a CHILDREN Association. Or write to us. 


7 


Way 
National Mental Health Association 
1021 Prince Street, Alexandria, VA 22314-297] 
|-800-969-NMHA 
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See adjacent page for brief summary SK&F 


of prescribing information. Smith Kline &French Laboratories © SmithKline Beckman Corporation, 1989 
A SMITHKLINE BECKMAN COMPANY 


THORAZINE 


brand of 3 


chlorpromazin 


See complete prescribing information in SK&F literature or PDR. The following is a brief 
summary. 


Contraindications: Comatose states or presence of large amounts of C.N.S. depressants. 


Warnings: The possibility of extrapyramidal reactions from chlorpromazine may confuse 
the diagnosis of Reye’s syndrome or other encephalopathy. Therefore, avoid use in 
children or adolescents with suspected Reye’s syndrome. 


May cause persistent tardive dyskinesia, which appears to be irreversible in some patients. 
Reserve chronic neuroleptic treatment for patients with chronic illness 1) that is known to respond 
to neuroleptics and 2) for whom there are no safer but equally effective treatment options. Use the 
smallest effective dose over the shortest treatment duration. If signs and symptoms of tardive 
dyskinesia develop, consider discontinuing the neuroleptic. A potentially fatal symptom complex 
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in asso- U pdated and R evised 
ciation with antipsychotic drugs. To manage NMS 1) discontinue immediately antinsychotic 

drugs and any other drugs not essential to concurrent therapy; 2) treat symptoms intensively and 
monitor; 3) where possible, treat serious concomitant medical problems. If antipsychotic treatment 
is needed after recovery from NMS, consider reintroducing drug therapy and monitor the patient 
carefully as recurrences of NMS have been reported. ‘Thorazine’ ampuls and vials contain 
sodium bisulfite and sodium sulfite; the sulfite may cause allergic reactions, including anaphylactic 
symptoms. In patients with bone marrow depression or previously demonstrated hypersensitivity 
(e.g., blood dyscrasias, jaundice) with phenothiazines, do not administer ‘Thorazine’ unless the 
potential treatment benefits outweigh the possible hazards. Caution patients about activities 
requiring alertness (e.g., operating vehicles or machinery) especially during the first few days Index to the 
therapy. Avoid concomitant use with alcohol. May counteract antihypertensive effect of guan- ‘ ja aed 

ethidine and related compounds. Use in pregnancy only when essential. There are reported Official Position Statements 
instances of prolonged jaundice, extrapyramidal signs, hyperreflexia or hyporeflexia in newborns 





whose mothers had received chlorpromazine. Chlorpromazine is excreted in the breast milk of an Pa | 

nursing mothers. 

Precautions: Advise patients and/or guardians of the risk of tardive dyskinesia from chronic ther- 

apy. Use cautiously in persons with cardiovascular, liver, renal or chronic respiratory disease, or Task Force Rep orts 
with acute respiratory infections. Patients with a history of hepatic encephalopathy due to cirrhosis of th e 


have increased sensitivity to the C.N.S. effects of chlorpromazine. Due to cough reflex suppres- 
sion, aspiration of vomitus is possible. May prolong or intensify the action of C.N.S. depressants, 
organophosphorus insecticides, heat, atropine and related drugs. (Reduce dosage of concomi- 
tant C.N.S. depressants.) Anticonvulsant action of barbiturates is not intensified. 


Neuroleptic drugs cause elevated prolactin levels that persist during chronic administration. Since 
approximately one third of human breast cancers are prolactin-dependent in vitro, this elevation 

is of potential importance if neuroleptic drug administration is contemplated in a patient with a 
previously detected breast cancer. Neither clinical nor epidemiologic studies to date, however, 
have shown an association between the chronic administration of neuroleptic drugs and mam- 
mary tumorigenesis. Chromosomal aberrations in spermatocytes and abnormal sperm have been 
demonstrated in rodents treated with certain neuroleptics. Use cautiously in glaucoma patients. 
May diminish the effect of oral anticoagulants, produce a-adrenergic blockade, and lower the 


American Psychiatric Association 





convulsive threshold; dosage adjustment of anticonvulsants may be required. May interfere with ; : r 
Dilantin®* metabolism, causing ‘Dilantin’ toxicity. May cause false positive phenylketonuria test Compiled by the APA Library, this 
results. Do not use with Amipaque®t. Discontinue ‘Thorazine’ at least 48 hours before myelogra- : . TOPY 

phy, do not resume for at least 24 hours postprocedure, and do not use to control N/V prior to index includes citations from 1948 through June, 
myelography or postprocedure with ‘Amipaque’. Evaluate patients with a history of long-term 1989. Citations are indexed both chronologically 
therapy with ‘Thorazine’ and/or other neuroleptics periodically to decide whether the dosage : i 

could be reduced or therapy discontinued. Antiemetic effect may mask signs of overdosage of and by keywords. Designed for quick reference 


other drugs or obscure diagnosis and treatment of conditions such as intestinal obstruction, brain : : : : 
tumor and Reye's syndrome (see Warnings). When used concomitantly, may obscure vomiting as only, the full text of any items cited in the Index is 
a sign of toxicity of a cancer chemotherapeutic agent. Discontinue high-dose, long-term therapy available from the APA Library. 

gradually. Patients with a history of long-term therapy with ‘Thorazine’ and/or other neuroleptics 

should be evaluated periodically for possible adjustment or discontinuance of drug therapy. 


Adverse Reactions: Drowsiness; cholestatic jaundice; agranulocytosis, eosinophilia, leukope- Copies are available at $5 each. Price 

nia, hemolytic anemia, aplastic anemia, thrombocytopenic purpura and pancytopenia; postural š ‘ E 

hypotension, tachycardia, fainting, dizziness and occasionally a shock-like condition; reversal includes shipping. Prepayment must accompany 
of epinephrine effects; EKG changes have been reported; neuromuscular (extrapyramidal) all orders 


reactions: dystonias, motor restlessness, pseudo-parkinsonism, persistent tardive dyskinesia, 
psychotic symptoms, catatonic-like states, cerebral edema; convulsive seizures; abnormality of 
the cerebrospinal fluid proteins; urticarial reactions and photosensitivity, exfoliative dermatitis, 
contact dermatitis; asthma, laryngeal edema, angioneurotic edema, and anaphylactoid reactions; 
lactation and breast engorgement (in females on large doses), false positive pregnancy tests, 
amenorrhea, gynecomastia; hyperglycemia, hypoglycemia, glycosuria; dry mouth, nasal 
congestion, constipation, adynamic ileus, urinary retention, priapism, miosis, mydriasis; after 
prolonged substantial doses, skin pigmentation, epithelial keratopathy, lenticular and corneal 
deposits and pigmentary retinopathy, visual impairment; mild fever (after large I.M. doses); 
hyperpyrexia; increased appetite and weight; a systemic lupus erythematosus-like syndrome; 
peripheral edema. 


NOTE: Sudden death in patients taking phenothiazines (apparently due to cardiac arrest or — e e e = = ORDER FORM s= a= a a o n 
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Information for Contributors 


GENERAL POLICIES 


The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals.” 


Prior Publication 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Any form of pub- 
lication other than an abstract of no more than 400 words 
constitutes prior publication. This includes components of 
symposia, proceedings, transactions, books (or chapters), ar- 
ticles published by invitation, or reports of any kind, regard- 
less of differences in readership, as well as electronic data 
bases of public nature. Authors submitting manuscripts con- 
taining data or clinical observations already used in pub- 
lished papers or used in papers that are in press, submitted 
for publication, or to be submitted shortly should provide 
this information and copies of those papers to the Editor. An 
explanation of the differences between the papers should be 
included. 


Copyright Transfer and Submission Approval 


The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 
ceive a final decision until a completed form has been re- 
ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have been previously published or submitted elsewhere. 


Disclosure of Commercial Interests 


All forms of support, including drug company support, 
must be acknowledged in the author’s footnote (see ‘‘Ac- 
knowledgments”’ under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
but not limited to institutional or corporate affiliations not 
already specified in the author’s footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 


ership. At the Editor’s discretion, this information may be 
shared with reviewers. Such involvements will not be 
grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information should be included in the published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful at- 
tention to the protection of a patient’s anonymity in case 
reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history of 
patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child’s as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions. In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, the authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 
correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating that the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted (i.e., Special Article, Regular Article, or 
Clinical and Research Report); papers will only be reviewed 
after such a statement has been received from the author. 

Authors will be notified of the receipt of their paper and 
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the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
unsuccessfully by the same method, with an indication of the 
temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section. 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced pages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles 


Regular Articles are original communications of scientific 
excellence in psychiatric medicine and advances in clinical 
research. Regular Articles contain no more than 3,800 
words, including an abstract of no more than 100 words, 
references, tables, and figures. A table or figure that fills one- 
half of a vertical manuscript page equals 100 words of text; 
one that fills one-half of a horizontal page equals 150 words. 
Articles that exceed 3,800 words will be returned unre- 
viewed to the authors. 


Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
one table and a maximum of 10 references; figures may not 
be used. Papers may contain a maximum of 1,300 words, 
including an abstract of no more than 40 words, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a ver- 
tical page, and 150 words for a double-spaced table that fills 
one-half of a horizontal page). These articles present 1) new 
research findings, 2) data from pilot studies, 3) worthwhile 
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replication studies, and 4) clinical studies involving a number 
of patients. Essays, program descriptions, literature reviews, 
and single case reports do not meet the criteria for this sec- 
tion. Submissions that exceed 1,300 words or contain figures 
will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and 5 references; no tables or figures) will be considered if 
they include the notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors. All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed double- 
spaced throughout on 82X11 inch paper; three copies are 
required. Letters that do not meet these specifications will be 
returned for revision. Reprints are not available. Single case 
reports except for detailed longitudinal studies should be 
submitted as Letters to the Editor. Case reports submitted as 
Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of lowa College of Medicine, 500 Newton Rd., lowa City, IA 
52242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 
prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 8x11 inch nonerasable bond paper. All 
four margins must be 1⁄2 inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each au- 
thor’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the date. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 


name of the granting agency and grant number. The Journal 
does not allow acknowledgment of persons involved with the 
preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 100 
words for Special Articles and Regular Articles and no longer 
than 40 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05).”” Reviewers will evaluate the appropriateness of the 
analyses. 

Abbreviations. Spell out all abbreviations (other than 
those for units of measure) the first time they are used. Id- 
losyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


References 


References are numbered and listed by their order of appear- 
ance in text; the text citation is followed by the appropriate 
reference number in parentheses. Do not arrange the list alpha- 
betically. References in tables and figures are numbered as 
though the tables and figures were part of the text. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure that all 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, manu- 
scripts submitted but not yet accepted, and similar unpublished 
items should not appear in the reference list. Such citations may 
be noted in text. It is the author’s responsibility to obtain per- 
mission to refer to another individual’s unpublished observa- 
tions. Manuscripts that are actually “in press” may be cited as 
such in the reference list; the name of the journal or publisher 
and location must be included. 

Type references in the style shown below, double-spaced 
throughout. List up to three authors; designate one or more 
authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus: 
journals not indexed there should not be abbreviated. 


INFORMATION FOR CONTRIBUTORS 


1. Noyes R Jr, DuPont RL Jr, Pecknold JC, et al: Alprazolam in 
panic disorder and agoraphobia, results from a multicenter 
trial, Il: patient acceptance, side effects, and safety. Arch Gen 
Psychiatry 1988; 45:423-—428 

2. Kaplan HI, Sadock BJ (eds): Comprehensive Textbook of Psy- 
chiatry, 4th ed, vol 2. Baltimore, Williams & Wilkins, 1985 

3. Fyer AJ, Manuzza S, Endicott J: Differential diagnosis and as- 
sessments of anxiety: recent developments, in Psychopharma- 
cology: The Third Generation of Progress. Edited by Meltzer 
HY. New York, Raven Press, 1987 


TABLES AND FIGURES 


The Journal does not publish tables or figures that have 
been submitted elsewhere or previously published. Tables 
and figures that duplicate 1) material contained in text or 2) 
each other will not be used. Authors will be asked to delete 
tables and figures that contain data which could be given 
succinctly in text. Each table and figure should be under- 
standable without reference to the text; a descriptive, concise 
title should be included and units of measurement should be 
specified. Consult recent issues of the Journal for format. A 
table or figure that fills one-half of a vertical manuscript page 
equals 100 words of text; one that fills one-half of a hori- 
zontal page equals 150 words. A copy of each table and 
figure must be included with each copy of the manuscript. 


Tables 


Tables should be double-spaced, no wider than 120 type- 
writer characters, including spaces, and no longer than 70 
lines. Values expressed in the same unit of measurement 
should read down, not across; when percentages are given, 
the appropriate numbers must also be given. 


Figures 


Figures are considered as text and are subject to revision 
by the authors upon recommendation of the Editors. Figures 
should, however, be professionally prepared. Glossy or other 
camera-ready prints should accompany the submitted manu- 
script. Computer-generated figures that do not meet quality 
printing standards will be returned for revision. The first 
author’s name, the title of the paper, the figure number, and 
the top of the figure should be noted on a label affixed to the 
back of each figure. All figure titles and footnotes should be 
typed and sent together on a separate page. 

The Journal does publish color illustrations. However, the 
cost to publish them, including reprint charges, will be the 
responsibility of the authors. An estimate of the cost will be 
provided to the authors at the time of first decision. 

Format. Figures are visual expressions of data trends or 
relationships. Figures that represent numerical data which 
could be expressed more succinctly or clearly in tabular form 
should be converted to tables. Line graphs should show 
change in continuous variables; comparisons of like values in 
different groups should be presented as bar graphs. Graphs 
containing stacked bars are unacceptable; the different seg- 
ments of each bar should be presented side by side. 

Lettering. Figure type should be sans serif and should be 7 
points or larger after the figure is reduced; most figures tak- 
ing up the width of a vertical manuscript page are reduced to 
a width of 19.5 picas (34 inches), and those requiring a 
horizontal manuscript page are usually reduced to 40.5 picas 
(6¥%4 inches). When space on the horizontal axis is insuffi- 
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FIGURE 1. Mean CSF Somatostatin Levels of Patients With Alzhe- 
imer’s Disease, Older Depressed PANONE; and Age-Matched Control 
Subjects 
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"Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
„total control group (t=2.49, df=25, p<0.01). 

Significant difference between the total depressed group and the 
total control group (t=2.75, df=33, p<0.005). 


cient, headings may be placed diagonally on the axis. Main 
headings should consist of upper-case letters only, subhead- 


ings of upper- and lower-case, and other type (e.g., keys, flow - 


chart segments) of lower-case with only an initial upper-case 
letter. All parenthetical material should be lower-case. Do 
not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

‘1. Do not use solid black nace rather, adud: outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4. Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

5. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 


6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined, Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
case type with an initial upper-case letter). 

8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 


PROCESSING OF ACCEPTED MANUSCRIPTS 


Manuscripts are accepted with the understanding that the 
Editor and the editorial staff have the right to make revisions 
aimed at greater conciseness, clarity, and conformity with 
Journal style. Accepted papers will be edited and sent to the 
first-named (or corresponding) author for corrections and 
answers to editorial queries. No proofs are sent to authors. 
Authors who will be away from their offices for a long period 
or who change address after notification of acceptance 
should inform the Journal staff. 


PERMISSION TO REPRINT 


Written permission to reprint material published in the 
Journal must be secured from the APA Periodicals Services 
Division, 1400 K Street, N.W., Washington, DC 20005; tele- 
phone: (202)682-6156. There is usually a charge for such 
permission, except for nonprofit classroom or library reserve 
use by instructors and educational institutions or for authors 
who wish to reprint their own material. Requests will be 
facilitated if accompanied by written permission from the 
author of the material. 


REPRINTS 


No reprints are furnished gratis. An order form for re- 
prints will be sent to the corresponding author before pub- 
lication of the paper. The printer usually mails reprints ap- 
proximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the Ed- 
itor sections are not available. 
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HOPE BEGINS 
WITH SUPERIOR SYMPTOMATIC 
CONTROL 


In a six-week controlled study in severely 
ill (“problem”) schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 


m CLOZARIL (clozapine)succeeded after 
standard antipsychotics, including 
haloperidol, failed 


m Thirty percent of CLOZARIL patients experi- 
enced dramatic global improvement in only 
six weeks (as determined by the study’s 
rigorous efficacy criteria) vs only 4% of 

_ Patients receiving chlorpromazine 

=E Efficacy in both positive and negative 

symptomatology 




























HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


m CLOZARIL (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


m No confirmed cases of tardive dyskinesia 
in over 15 years’ worldwide experience 


m Side effects that have been reported 
include: agranulocytosis ( 1—2% ), transient 
sedation (39% ), hypersalivation (31%), 
tachycardia (25%), constipation (14%), 
hypotension (9% ), hypertension (4%) and 
weight gain (4%) 

@ CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 
1—2% of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, _ 
and 5% at high doses (600—900 mg/day)* 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


@ Agranulocytosis, a potentially fatal disorder, 


occurs in 1—2% of patients 


m The Clozaril Patient Management System™ 


(CPMS*™) was created as an efficient means 
to detect developing agranulocytosis 


m This structured weekly monitoring and drug 


delivery system helps to protect the patient 
and to support the physician 
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(c lozapine) 
25 mg and 100 mg tablets 





CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 

Call 1-800-237-CPMS (2767) or mailin a 
completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (clozapine) 
and the Clozaril Patient Management System. 


“Ina double-blind study of CLOZARIL (clozapine) versus chlorpromazine 
encompassing 268 patients, all of whom had first failed on at least 
three standard antipsychotics over a five-year period and then 
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(clozapine) 
25 mg and 100 mg tablets 


aana 


A SANDOZPHARMACEUTICALS 
Corporation, E. Hanover, NJ 07936 (201) 503-7500 


Please see brief summary of prescribing information following this 
advertisement. Printed in U.S.A. 3/90 CLO-0390-02 





CLOZARIL 





(clozapine) 
TABLETS 


CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 


CLOZARIL is contraindicated in patients with myeloproliferative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used si- 
multaneously with other agents having a well-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any Cause. 


WARNINGS 
General 


BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM™ 
(CPMS*). 








Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm’, has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal if not detected early and therapy 
interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample is too small to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBC counts. 

Treatment should not be initiated if the WBC count is less than 3500 per mm’, or if the 
patient has a history of a myeloproliferative disorder, or previous CLOZARIL-induced 
agranulocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. If, after 
the initiation of treatment, the total WBC count has dropped below 3500 per mm’? or it has 
dropped by a substantial amount from baseline, even if the count is above 3500 per mm‘, or 
if immature forms are present, a repeat WBC count and a differential count should be done. 
If subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm? and a granulocyte count above 1500 per mm’, twice weekly WBC counts 
and differential counts should be performed. 

If the total WBC count falls below 3000 per mm? or the granulocyte count below 1500 per 
mm’, CLOZARIL therapy should be interrupted and patients should be carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and if the total WBC count returns to levels 
above 3000 per mm? and the granulocyte count returns to levels above 1500 per mm?. 
However, in this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3500 per mm’. 

If the total WBC count falls below 2000 per mm? or the granulocyte count falls below 
1000 per mm’, bone marrow aspiration should be considered to ascertain granulopoietic 
Status. Protective isolation with close observation may be indicated if granulopoiesis is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm?, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should not be re-challenged with CLOZARIL. 
Patients discontinued from CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the CPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medical illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patient Management System. 















































































































Seizures 


Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based on the occurrence of one or more seizure: 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to domestic 
marketing (i.e., a crude rate of 3.5%). Dose appears to be an important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used. 

Caution should be used in administering CLOZARIL to patients having a history of seizure: 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients should be advised not to engage in any activity where sudden loss o 
consciousness could cause serious risk to themselves or others, e.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 


Adverse Cardiovascular Effects 


Orthostatic hypotension can occur with CLOZARIL treatment, especially during initial titration i 
association with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
monitored. Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function. A minority of CLOZARIL-treated patients experience ECG 
repolarization changes similar to those seen with other antipsychotic drugs, including S-T segment 
depression and flattening or inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many of these cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instances of sudden, unexplained death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution in patients w 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS ¿ 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). No cases of NMS ha 
been attributed to CLOZARIL alone. However, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary, dyskinetic movements may develo 
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to b 
highest among the elderly, especially elderly women, it is impossible to rely upon prevalence 
estimates to predict, at the inception of treatment, which patients are likely to develop the syndrom 

There are several reasons for predicting that CLOZARIL may be different from other antipsychotir 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, e.g., dystonia. In addition, there have been no confirmed cases of tardiv 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk over time, the extended treatment of patients failing to show an acceptable level of clinical 
response should ordinarily be avoided. In addition. the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patients may experience transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally benign and sel 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carefully evaluated to 
rule out the possibility of an underlying infectious process or the development of agranulocytosis. l 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic effects, and great care should be exercised ir 
using this drug in the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical experience with CLOZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with hepatic, renal or cardiac disease. 


Information for Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They should be informed that weekly blood tests are required to monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made available only through a 
special program designed to ensure the required blood monitoring. Patients should be advised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection. Particular attention should be paid to any 
flu-like complaints or other symptoms that might suggest infection. Patients should be informed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension, especially during the period of initial dose titration. 
Patients should notify their physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy. Patients should not breast feed an infant if they are taking 
CLOZARIL. 


CLOZARIL 


(clozapine) 
TABLETS 





Drug Interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-induced agranulocytosis is unknown, nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypotensive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

it is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily. and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more than once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day. } 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 


Discontinuation of Treatment 

In the event of planned termination of CLOZARIL therapy, gradual reduction in dose Is 
recommended over a1 to 2 week period. However, should a patient's medical condition require 
abrupt discontinuation (e.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL call 1-800-237-CPMS (2767) or mail in a completed CPMS Enroliment 
Form. 
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Æ Sleep disturbances respond particularly well 
to once-a-day Sinequan® (doxepin HCl)... 
as it works to relieve underlying depression 
and anxiety?’ 


The possibility of drug interaction should be considered if the patient 
is receiving other drugs concomitantly 
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division of Pfizer Pharmaceuticals Please see brief summary of SINEQUAN® (doxepin HCI) prescribing information 
© 1989, Pfizer In on next page. 
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BRIEF SUMMARY 

SINEQUAN® a HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the drug. Possibility 
of cross sensitivity with other dibenzoxepines should be kept in mird. 

SINEQUAN is contraindicated in patients with glaucoma or a tender cy to urinary retention. These disorders should be 
ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or patients taking other 
medications should be carefully adjusted. This is especially important in patients receiving other medications with 
anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients should be adjusted 
carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, Monkeys and dogs and there was no 
evidence of harm to the animal fetus. The relevance to humans is not known. Since there is no experience in pregnant 
women who have received this drug, safety in pregnancy has not been established. There has been a report of apnea and 
drowsiness occurring in a nursing infant whose mother was eg SINEQUAN 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommenced because safe 
conditions for its use have not been established. 

Drug Interactions. 

AO Inhibitors: Serious side effects and even death have been reported following the concomitent use of certain 
drugs with MAO inhibitors. Therefore, MAO inhibitors should be discontinued at least two weeks prior to the cautious 
initiation of therapy with SINEQUAN. The exact length of time may vary and is dependent upon the particular MAO 
inhibitor being used, the length of time it has been administered, and the dosage involved. 

Cimetidine: Cimetidine has been reported to produce pote significant fluctuations in steady-state serum concen- 
trations of various tricyclic antidepressants. Serious anticholinergic symptoms (i.e., severe dry mouth, urinary 
retention and blurred vision) have been associated with elevations n the serum levels of tricyclic antidepressant when 
cimetidine therapy is initiated. Additionally, higher than expected tricyclic antidepressant levels have been observed 
when they are begun in patients already taking cimetidine. In patients who have been reported to be well controlled on 
tricyclic antidepressants receiving concurrent cimetidine therapy, discontinuation of cimetidine has been reported to 
decrease established steady-state serum tricyclic anti depressant levels and compromise their therapeutic effects 

Alcohol: \t should be borne in mind that alcohol ingestion may increase the danger inherent in any intentional or 
unintentional SINEQUAN overdosage. This is especially important in patients who may use alcohol excessively 

Tolazamide: A case of severe hypoglycemia has been reported i7 a type I! diabetic patient maintained on tolazamide 
1 gm/day) 11 days after the addition of doxepin (75 mg/day). 

ecautions. Since drowsiness may occur with the use of this drug, patients should be warned of the possibility and 
cautioned against driving a car or operating dangerous machinery while taking the drug. Patients should also be 
cautioned that their response to alcoho! may be potentiated 

Since suicide is an inherent risk in any depressed patient anc may remain so until significant improvement has 
occurred, patients should be closely supervised during the early course of therapy. Prescriptions shou'd be written for the 
smallest feasible amount. 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may be necessary to reduce 
dosage or add a major tranquilizer to the dosage regimen. 

Adverse Reactions. NOTE: Some of the adverse reactions notad below have not been specifically reported with 
SINEQUAN use. However, due to the close pharmacological similarities among the tricyclics, the reactions should be 
considered when prescribing SINEQUAN (doxepin HCI). 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have been reported If they do 
not subside with continued therapy, or become severe, it may be necessary to reduce the dosage 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This terds to disappear as 
therapy is continued. Other infrequently reported CNS side effects are confusion, disorientation, hallucinations, 
numbness, paresthesias, ataxia, extrapyramidal symptoms, seizures, tardive dyskinesia, and tremor 

Cardiovascular: Cardiovascular effects including hypotension, hypertension, and tachycardia have been reported 
occasionally 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients There have been occasional reports of bone marrow 
depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura, 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aphtrous stomatitis have 
been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular nann, gynecomastia in males, enlargement of breasts and 
galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of inappropriate antidiuretic hormone 
secretion have been reported with tricyclic administration 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, alopecia, headache, 
exacerbation of asthma, and hyperpyrexia (in association with chlorpromazine) have been occasionally observed as 
adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessation of treatment 
after prolonged SINEQUAN administration should be borne in mind. These are not indicative of addiction and gradual 
withdrawal of medication should not cause these symptoms. 

Dosage and Administration. For most patients with iliness of mild to moderate severity, a starting Caily dose of 75 mg is 
recommended. Dosage may subsequently be increased or decreased at appropriate intervals and according to individual 
response. The usual optimum dose range is 75 mg/day to 150 mg/day. 

in more severely ill patients higher doses may be required with subsequent gradual increase to 300 mg/day if 
necessary. Additional therapeutic effect is rarely to be obtained by exceeding a dose of 300 mg/day 

in patients with very mild symptomatology or emotional symptoms accompanying organic disezse, lower doses may 
suffice. Some of these patients have been controlled on doses as low as 25-50 mg/day. 

The total daily p e of SINEQUAN may be given on a diviced or once-a-day dosage schedule. If the once-a-day 
schedule is mea the maximum recommended dose is 150 e fg This dose may be given at sedtime. The 150 mg 
capsule strength Ís intended for maintenance therapy only and is not recommended for initiation of treatment. 

Anti-anxiety effect is apparent betore the antidepressant effect. Optimal antidepressant effect may not be evident for 
two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and tachycardias. 

Also: urinary retention cea atoms) decreased gastrointestinal motility (paralytic ileus), hyperthermia (or hypo- 
thermia), hypertension, dilated pupils, hyperactive reflexes 
B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary 

2. Severe: Medical management of severe SINEQUAN overcosage consists of aggressive supportive therapy. If the 
patient is conscious, gastric lavage, with appropnaie precautiors to prevent pulmonary aspiration, should be pertormed 
even though SINEQUAN is hrga absorbed. The use of actvated charcoal has been recommended, as has been 
continuous gastric lavage with saline tor 24 hours or more. An adequate airway should be established in comatose 
patients and assisted ventilation used if necessary. EKG monito’ing may be required for several days, since relapse after 
apparent recovery has been reported. Arrhythmias should be treated with the appropriate antiarrhythmic agent. It has 
been reported that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in adults may be 
reversed by the slow intravenous administration of 1 mg to of physostigmine salicylate. Because physostigmine is 
rapidly metabolized, the dosage should be repeated as required. Convulsions may respond to standard anticonvulsant 
therapy, however, barbiturates may potentiate any respiratory Cepression Dialysis and forced diuresis generally are not 
of value in the management of overdosage due to high tissue and protein binding of SINEQUAN. 
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Good People. Good Medicine. 





The Permanente Medical Group, the largest multispecialty group 
practice in the U.S., is undergoing explosive growth in its Northern 
California region: the San Francisco Bay Area, Sacramento and the 
Central Valley. Our rapid increase in membership has created practice 
opportunities throughout the region for BC/BE Psychiatrists. 


Cur physician-managed group is part of the comprehensive Kaiser 
Permanente Medical Care Program. As a TPMG physician, you have access 
to the latest medical technology end resources, the support of colleagues 
in all subspecialties — and the opportunity to provide excellent health 
care without the burdens of manzging a practice. 


Join us in one of these facilities: 


e Walnut Creek/Pleasanton 

e Martinez/Antioch 

e Oakland 

e South Sacramento/Stockton 
e Santa Rosa 

e San Jose/Gilroy 

e San Francisco 

e South San Francisco 

e Sacramento/Roseville 

e Richmond 

e Redwood City 

e Fresno 

e Hayward/Fremont 

e Santa Clara/Milpitas/Sunnyvale 
e Vallejo/Fairfield/Napa 

e San Rafael/Petaluma 


TPMG offers many benefits: scheduled time off with cross-coverage 
provided by your colleagues, continu-ng education, malpractice insurance, 
a substantial retirement program and special arrangements for physicians 
transferring from established practice. For complete information, call or 
send CV to: The Permanente Medical Group, Inc., Richmond Prescott, 
M.D., Physician Recruitmerit Services, Dept. AJP-7175, 1814 Franklin, 

4th Floor, Oakland, CA 94612. (800) 777-4912. EOE 


Psychiatry BE/BC | 


It’s never too late for anew — 
Dial 1-800-338-0568 and discover “The 
Right Choice” for your medical practice 
in beautiful Southern Wisconsin. 


The Monroe Clinic associates practice 
medicine without the distractions of of- 
flce management. There Is no financial 
Investment and you will have easy ac- 
cess to high quality peers or specialists 
for consultation. AE njoy regu- 
lar hours with call sharing, nd predict- 
able time off for continuing meg cal 
education and vacations. | 


For an early prescription to a lasting, 
equitable partnership, please call or 
send your curriculum vitae to Robert 
Enterline, Physician Staffing Director, 
The Monroe Clinic, 1515 Tenth Street, 
Monroe, Wisconsin 53566. 
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M treien Monroe Clinic 


Seeking full and part time adult and 
child/adolescent ps | to provide 
_ services in both inpatient and outpatient 
settings. Candidates should be'clinically 
oriented and be able to work as part of a 


diagnostic team. 


Positions available in Washington D.C., 
Georgia and San Diego, California. District of 
' Columbia positions require D.C. license or 

eligibility to obtain it, and expetience in se: 


minorities. Forensic experience a plus. Other 


positions require unrestricted license, board 
certification or eligibility, and ACLS or BCLS. 


We offer seiiaiililies salary, i benefits 
. and opportunity for growth. 


Respond with C.Y. to IAC, dos Hechinger 
Drive, Suite 359, Springfield, VA 22151. 
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HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION = 100mg/mL. 


< HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 





For IM Injection Only 





The following is a brief summary only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL Decanoate 50 and 
HALDOL Decanoate 100 are attributed to HALDOL haloperidol as the active medication. Contrain- 
dications, Warnings, and additional information are those of HALDOL. modified to reflect the 
prolonged action 

HALDOL is contraindicated in severe toxic central nervous system depression or comatose 
States from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. 


Warnings: Tardive Dyskinesia. Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary. dyskinetic movements may develop in patients treated with antipsychotic drugs 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
elderly women, it is impossible to rely upon prevalence estimates to predict. at the inception of 
antipsychotic treatment. which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However. the syndrome can develop. although much less 
commonly, after relatively brief treatment penods at low doses. There is no known treatment for 
established cases of tardive dyskinesia. although the syndrome may remit. partially or completely, 
if antipsychotic treatment is withdrawn. Antipsychotic treatment. itself. however, may suppress (or 
Partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
~ underlying process. The effect that symptomatic suppression has upon the long-term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs. and 2) for whom alternative. equally effective. 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment. the smallest dose and the shortest duration of treatment producing a satisfac- 
tory clinical response should be sought. The need for continued treatment should be reassessed 
riodically. If signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics, 
drug discontinuation should be considered. However. some patients may require treatment despite 
the presence of the syndrome. (For further information about the description of tardive dyskinesia 
and its clinical detection, please refer to ADVERSE REACTIONS.) 

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with 
antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure. tachycardia, diaphoresis. and cardiac dysrhythmias). Additional signs may include 
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. The 
diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis. it is 
important to identify cases where the clinical presentation includes both serious medical illness 
(e.g.. pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal 
signs and symptoms (EPS). Other important considerations in the differential diagnosis include 
central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 
pathology. The management of NMS should include 1) immediate discontinuation of antipsychotic 
ba ji and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment of any concomitant serious medical problems for which 
specific treatments are available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS. If a patient requires antipsychotic drug treatment after 
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered 
The patient should be carefully monitored, since recurrences of NMS have been reported 
Hyperpyrexia and heat stroke, not associated with the above symptom complex. have also been 
reported with HALDOL. 

Usage in Pregnancy: (see PRECAUTIONS— Usage in Pregnancy) Combined Use With Lithium. 
(see PRECAUTIONS—Drug Interactions) 

General: Bronchopneumonia. sometimes fatal, has followed use of antipsychotic drugs. includ- 
ing haloperidol. Prompt remedial therapy should be instituted if dehydration. hemoconcentration or 
reduced pulmonary ventilation occur, especially in the elderly. Decreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chemically-related drugs. although not 
with haloperidol. See PRECAUTIONS—Information for Patients for information on mental and/or 
physical abilities and on concomitant use with other substances 


Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders. due to the 
possibility of transient hypotension and/or precipitation of anginal pain (if a vasopressor is required, 
epinephrine should not be used since HALDOL may block its vasopressor activity and paradoxical 
further lowering of blood pressure may occur; metaraminol, phenylephrine or norepinephrine 
should be used); (2) receiving anticonvulsant medications, with a history of seizures. or with EEG 
abnormalities, because HALDOL may lower the convulsive threshold. If indicated. adequate 
anticonvulsant therapy should be concomitantly maintained; (3) with known allergies or ahistory of 
allergic reactions to drugs; (4) receiving anticoagulants, since an isolated instance of interference 
occurred with the effects of one anticoagulant (phenindione). Concomitant antiparkinson medica- 
tion, if required, may have to be continued after HALDOL is discontinued because of different 
excretion rates; if both are discontinued simultaneously. extrapyramidal symptoms may occur 
Intraocular pressure may increase when anticholinergic drugs. including antiparkinson drugs, are 

à administered concomitantly with HALDOL. When HALDOL is used for mania in bipolar disorders, 
there may be a rapid mood swing to depression. Severe neurotoxicity may occur in patients with 
thyrotoxicosis receiving antipsychotic medication, including HALDOL 






The 1, 5. 10 mg HALDOL tablets contain FD&C Yellow No 5 (tartrazine) which may cause 
allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivity 

Information for Patients: Mental and/or physical abilities required for hazardous tasks or driving 
may be impaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Drug Interactions: Patients receiving lithium plus haloperidol should be monitored closely for 
early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents, it should be noted that HALDOL may be capable of potentiating 
CNS depressants such as anesthetics, opiates, and alcohol. 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperi- 
dol decanoate was found in the Ames Salmonella microsomal activation assay. 

Carcinogenicity stucies using oral haloperidol were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In 
the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However. although a relatively greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, although not optimal, this study does suggest the absence 
of a haloperidol related increase in the incidence of neoplasia in rats at doses up to 20 times the 
usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times the 
highest initial daily dose for chronic or resistant patients, there was a statistically significant 
increase in mammary gland neoplasia and total tumor incidence; at 20 times the same daily dose 
there was a Statistically significant increase in pituitary gland neoplasia. In male mice, no 
Statistically significant cifferences in incidences of total tumors or specific tumor types were noted 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administration 
Tissue culture experiments indicate that approximately one-third of human breast cancers are 
prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer Although disturbances such as 
galactorrhea, amenorrhea, gynecomastia. and impotence have been reported, the clinical signifi- 
cance of elevated serum prolactin levels is unknown for most patients. An increase in mammary 
neoplasms has been found in rodents after chronic administration of antipsychotic drugs. Neither 
Clinical studies nor epidemiologic studies conducted to date. however, have shown an association 
between chronic administration of these drugs and mammary tumorigenesis: the available 
evidence is considered too limited to be conclusive at this time. 

Usage in Pregnancy. Pregnancy Category C. Safe use in pregnancy or in women likely to 
become pregnant has not been established; use only if benefit clearly justifies potential hazards to 
the fetus 

Nursing Mothers: Infants should not be nursed during drug treatment 

Pediatric Use: Controlled trials to establish the safety and effectiveness cf intramuscular 
administration in children have not been conducted 


Adverse Reactions: Adverse reactions following the administration of HALDOL Decanoate 50 or 
HALDOL Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumu- 
lated with HALDOL, the adverse reactions are reported for that compound as well as for 
haloperidol decanoate. As with all injectable medications. local tissue reactions have been 
reported with haloperidol decanoate 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been 
reported frequently. often during the first few days of treatment. Generally they involved Parkin- 
son-like symptoms which when first observed were usually mild to moderately severe and usually 
reversible. Other types of neuromuscular reactions (motor restlessness, dystonia, akathisia, 
hyperreflexia, opisthotonos. oculogyric crises) have been reported far less frequently, but were 
often more severe. Severe extrapyramidal reactions have been reported at relatively low doses 
Generally. extrapyramidal symptoms are dose-related since they occur at relatively high doses and 
disappear or become less severe when the dose is reduced. Antiparkinson drugs may be required. 
Persistent extrapyramidal reactions have been reported and the drug may have to be discontinued 
in such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of short-term 
antipsychotic therapy is generally uneventful. However. some patients on maintenance treatment 
experience transient dyskinetic signs after abrupt withdrawal. In certain cases these are indistin- 
guishable from “Tardive Dyskinesia’ except for duration. It is unknown whether gradual withdrawal 
will reduce the occurrence of these signs. but until further evidence is available HALDOL should be 
gradually withdrawn. Tardive Dyskinesia—As with all antipsychotic agents HALDOL has been 
associated with persistent dyskinesias. Tardive dyskinesia. a syndrome consisting of potentially 
irreversible. involuntary, dyskinetic movements, may appear in some patients on long-term therapy 
or May occur after drug therapy has been discontinued. The risk appears to be greater in elderly 
patients on high-dose therapy, especially females. The symptoms are persistent and in some 
patients irreversible. The syndrome is characterized by rhythmical involuntary movements of 
tongue. face. mouth or jaw (e.g., protrusion of tongue, puffing of cheeks. puckering of mouth, 
chewing movements). Sometimes these may be accompanied by involuntary movements of 
extremities and the trunk. There is no known effective treatment for tardive dyskinesia; antiparkin- 
son agents usually do not alleviate the symptoms of this syndrome. It is suggested that all 
antipsychotic agents be discontinued if these symptoms appear Should it be necessary to 
reinstitute treatment. or increase the dosage of the agent. or switch to a different antipsychotic 
agent. this syndrome may be masked. It has been reported that fine vermicular movement of the 
tongue may be an early sign of tardive dyskinesia and if the medication is stopped at that time the 
full syndrome may not develop. Tardive Dystonia—Tardive dystonia. not associated with the above 
syndrome. has also been reported. Tardive dystonia is characterized by delayed onset of choreic or 
dystonic movements. is often persistent. and has the potential of becoming irreversible. Other CNS 
Effects—Insomnia. restlessness, anxiety, euphoria. agitation. drowsiness, depression, lethargy, 
headache, confusion. vertigo. grand mal seizures, and exacerbation of psychotic symptoms 
including hallucinations, and catatonic-like behavioral states which may be responsive to drug 
withdrawal and/or treatment with anticholinergic drugs 

Body as a Whole: Neuroleptic malignant syndrome (NMS). hyperpyrexia and heat stroke have 
been reported with HALDOL. (See WARNINGS for further information concerning NMS) Cardio- 
vascular Effects: Tachycardia, hypotension, hypertension and ECG changes. Hematologic 
Effects: Reports of mild. usually transient leukopenia and leukocytosis, minimal decreases in red 
blood cell counts. anemia, or a tendency toward lymphomonocytosis: agranulocytosis rarely 
reported and only in association with other medication. Liver Effects: Impaired liver function and/or 
jaundice. Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of 
photosensitivity. loss of hair Endocrine Disorders. Lactation. breast engorgement, mastalgia, 
menstrual irregularities, gynecomastia, impotence, increased libido. hyperglycemia. hypoglycemia 
and hyponatremia. Gastrointestinal Effects: Anorexia, constipation, diarrhea, hypersalivation. 
dyspepsia, nausea and vomiting. Autonomic Reactions: Dry mouth. blurred vision, urinary 
retention. diaphoresis, and priapism. Respiratory Effects: Laryngospasm. bronchospasm and 
increased depth of respiration. Specia! Senses: Cataracts, retinopathy and visual disturbances 
Other: Cases of sudden and unexpected death have been reported in association with the 
administration of HALDOL. The nature of the evidence makes it impossible to determine 
definitively what role, if any. HALDOL played in the outcome of the reported cases. The possibility 
that HALDOL caused death cannot. of course. be excluded. but it is to be kept in mind that sudden 
and unexpected death may occur in psychotic patients when they go untreated or when they are 
treated with other antipsychotic drugs 


IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate 
products are administered or prescribed. 
For information on symptoms and treatment of overdosage, see full prescribing 
information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms 


McNeil Pharmaceutical, McNEILAB. INC Spring House, PA 19477 
8/23/89 
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HALDOL Decanoate 1 


(HALOPERIDOL ) INJECTION 


100 mg/mL formulation | is twice? the concentration 
of the original 50 mg/mL decar pate formulation 


‘s For many patients, fewer nections 
për dose may. redúce anxiety and 
enhance patient compliance. 


WŒ Multi-dose vial packaging méans 
convenience for you and your staff 


Please see brief summary of Prescribing Informatio 

on the preceding page. 

During dose adjustment or easy of exacerbation 

of psychotic symptoms. therapy w 

HALDOL Decanoate 100 or HALDOL Decanoate. 50 

can be supplemented with short-acting forms of 
“HALDOL® (haloperidol) The side effects of the 

decanoate products are those of HALDOL. The 

prolonged action of HALDOL Decanoate 100 and 

HALDOL Decanoate 50 should be considered in the 

management of side effects h 


McNEIL 
CEUTICAL 


SPRING HOUSE, PA 1947 


(HALOPERIDOL) INJECTION 100gm 


HALDOL Decanoate 50- 


| (HALOPERIDOL) INUECTION _ Soman 


4, ©MCNEILAB, INC., 1989 
3 iene | 


pers 





